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DESCRIPTION 

AMINOTHIAZOLE DERIVATIVE, MEDICAMENT CONTAINING THE SAME, 
AND INTERMEDIATE FOR PREPARATION OF SAID COMPOUND 

Technical Field 

The present invention relates to a novel aminothiazole 
derivative having improving effects on the dysmotility in 
the gastrointestinal tract, a medicament containing the de- 
rivative and an intermediate for preparing said compound. 

Background Art 

As a therapeutic agent for gastrointestinal dysmotil- 
ity, dopamine antagonists such as domperidone and metoclo- 
pramide, opioate agonists such as trimebutine maleate, 5- 
HT 3 antagonists/5-HT 4 agonists such as cisapride, acetyl- 
choline agonists such as acetylcholine chloride and the 
like have conventionally been provided for clinical use. 
In addition to them, a number of prokinetics have been 
studied with a view to treating gastrointestinal dysmotil- 
ity (Japanese Patent Applications Laid-Open Nos. HE I 1- 
313424, HE I 3-163074 and HE I 4-279581) . These agents, how- 
ever, do not always bring about sufficient effects for the 
improvement of dysmotility. There is a potential problem 
that side effects may possibly occur owing to the acting 



b 'dnoaS ouxubxAulioj b 'dnoaS ouxuiexAuoqjpo (xA^x^ j3mot)-tp 
jto -ououi h 'dnoafc ouxuie (xA^x* jeuoxJ-Tp JO -ououi e 'dnoaS 
ouxuie 'dnojb O-xqxu e 'uioqp uafcoxeq b 'dno;r6 AxoxAuoq 
-jreoxA^x^ J9mox b 'dnoj6 Axo^x^ ^smox b 'dnojcb xA^x^ aaMOX 
b 'dnoa6 AxojpAq e 'uioqe uaBoapAq e s^uesejdsi Axquapuadap 
-ux qoea pui? quajajjxp jo auies ain aae £ h pue ^ ' x h uxeiaqM 



: (I) ^xnuooj 6uxmoxx°J eqq Aq paquasajidaa aAxq.BATjap axoz 
-nxinouxuie ub sapxAOJd ajcojajuam uoxquaAux q.uasa:rd aqx 



uox^axduioo am oq. Buxpeax 'sqoajja apxs ssax seq osxe pue 
Aqxxx^ouisAp x^uxqsaquxcaqseJD uo sqoajja BuxAOJduix quaxx^^xa 
seq aAxq^AXjap axozexqqouxure oxjxoads h q.pqq. punoj uaaq seq 
qx 'qxnsaa e sv -uoxqBbxqsaAUX aAxsuaqxa ue qno paxaaeo 
aAuq sjcoquaAux quasajrd aqq 'Max a ux 6uxo6joj aqq qiTM 



-sqoajja apxs ssax SuxAeq pue Aqxxx^o^sAp x EU T3 S9 3 u T 0:r 3 
-se6 uo sqoajja fiuxAOJduix quaxx^^^a GuxA^q quauieoxpaui e jo 
quauidoxBAap aqq aoj pu^uiap b sx a:raqq. 'Ax^uxpaooov 'Aaoq 
-oejsxqes Axaqex^uioo P-Ou aaB sq.ua6i2 paqxaosap-aAoqe aqq y os 
•sqoajja quaxoxjgns seq qx jx uaAa quaSe aqq. jo uisxueqoaui 



(i ) 




•uoxquaAUx ^uasaocd aqq jo 



uoxquaAui aqq jo aansoxosxa 
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mono- or di- (lower alkyl) aminoalkyl amino group, or R 1 and 
R 2 may be coupled together to form a methylenedioxy group; 
R 4 represents a hydrogen atom or a lower alkyl group; R 5 
represents a hydrogen atom, a halogen atom or a lower alkyl 
group; A represents a group represented by the following 
formula: 

\r 7 

wherein R 6 and R 7 are the same or different and each inde- 
pendently represents a hydrogen atom, a lower alkyl group, 
a lower alkoxy group, a hydroxy (lower alkyl) group, a car- 
boxy (lower alkyl) group, a (lower alkoxy) carbonyl (lower al- 
kyl) group, a lower alkoxyalkyl group, a mono- or di- (lower 
alkyl) aminoalkyl group, a phenylalkyl group which may be 
substituted with one or two lower alkoxy groups on the ben- 
zene ring, a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by a lower al- 
kyl group, or R 6 and R 7 , together with an adjacent nitrogen 
atom, form a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by an oxo group 
(0=) or 1 to 3 lower alkyl or hydroxy (lower alkyl) groups, 
or a group represented by the following formula: 



•quauiBOxpaui b joajaq} 
q.XHS jco (i) aAxq.BAXjap axozBxn^ouxuiB paqx Josap-aAOqB atp jo 
asn am sapxAOjd jaTj.rj.jng: XTT^s uot;u8aut quasajd eqx 

• jexueo axqBq.daooB 

-AiiBOT^naoBuiaBiid b pun joajain q.TBS jo (i) aAX3.BAX jap axoz 
-Bxquouxuip paqxjosap-aAoqB aqq. Suxsxjduroo uoxqxsoduioo j^ao 
-xqnaoBuiJBqd b sapxAOjd aaqq.anj uoxquaAux ;uasaid aqx 

•joajatn ^T^s 10 (i) BAX^BAXjap axozLBxqqou 
-xuib paqxjosap-aAoqB aqq. quaxpajBux aAjqoajga up sb 6uxsxjd 
-uioo q.uauiBDxpam b sapxAOjd osxb uoxq.uaAux quasajd aqx 
•goajatiq. ixbs b jo 'dnojB x^fT^ J9moi b Aq paqn^x^sqns aq 
Abui qoxqM dnojfi ouxuiBxA^x^T^uxpxjadxd 10 ouxuiBxAuxpxjadxd 
'XAuxzBjadxd b jo 'dnoj5 ouxuib ( xA^xb JaMox)-xp jo -ououi 
b Aq paqn^xqgqns aq Abui tpxtjM dnojJ5 ouxuiBxAuaiid jo ouxuibxA^ 
-XB paxpuBjq 'xAuxpxjadxd b uijoj Abui y-^HDJ-S 'fr 03 0 JO 
jaBa^ux ub joj spuB^s hi puB .'uioq.B uaBAxo ub jo dnojB x^x^ 
;raMOX b Aq pa^nq.x^sqns aq Abui tpxqM dnojB ouxuix ub squag 
-ajdaj g puB .'dnojB oxxoAoojaq.au. BuxuxB:].uoo-uaBojqxu b uijoj 
'uio^b uoqjBO quaoBppB am toxm jaijqaBoq ' h pub b h jo ' dnojB 
oxn^x^^I^ j:9mox b jo dnojB oqdBOjaui b 'dnojB ouxuib {jA^j^e 
jaMOx)-xp jo -ououi b 'dnojB ouxuib ub squasajdaj Axquapuad 
-apux qoBa puB ^uajajjxp jo auiBS am ajB 6 h P^b 8 h uxajaijM 
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The present invention still further provides a preven- 
tion and treatment method for the diseases caused by diges- 
tive dyskinesia, which comprises administering an effective 
amount of the above-described aminothiazole derivative (I) 
or salt thereof to a patient • 

The present invention still further provides a thia- 
zole derivative represented by the following formula (II) : 



wherein R 1 , R 2 , R 3 , R 4 and R 5 have the same meanings as de- 
fined above, and D represents a hydroxy or a lower alkoxy 
group or salt thereof which is useful as an intermediate 
for the preparation of the invention compound (I) . 

Best Modes for Carrying Out the Invention 

The term "lower" as used herein means a linear, 
branched or cyclic carbon chain having 1 to 6 carbon atoms. 

Accordingly, examples of the "lower alkyl group" in- 
clude linear, branched or cyclic alkyl groups having 1 to 6 
carbon atoms (which may hereinafter be abbreviated as "Ci- 6 
alkyl") such as methyl, ethyl, propyl, isopropyl, cyclopro- 
pyl, butyl, isobutyl, sec-butyl, tert-butyl, cyclobutyl, 
pentyl, 1-methylbutyl, 2-methylbutyl, isopentyl, tert- 




•sdnoa£ Axo^fx^ paqoxieaq ao j^auxx bzv pa;r;raja:rd 'mam 

6uow " AxoxAxaqoxoAo pue AxodoadxAq^euiTJ^-^ ' z 'I 'Axodo:id 
-lAn^euixa^-s 'I 'I / AxodojdxAq^eui-3-xAq^3-I 'Axodo:tdxAL[q.a 
-X-xAq^em-x y Axoq.nqxAq^3uixp-e '£ 'Axo^nqxAmauixp-e 'Z 
'Axo^nqxAq^auixp-^ ' z 'Axo^nqxAtnauixp-e ' x 'AxoinqxAtnauixp 
-Z 'I "Axo^nqxALneurcp-x 'X 'Axoq.nqxAq^e-2 'AxoinqxAqq-a 
-X 'AxoxAxaqosx y AxoxA^uadxAqq.eui-c 'AxoxA^uadxAmam 
-3 'AxoxA^uadxAti^eui-x 'AxoxAxaq 'AxoxAq.uadoxoAo 'Axodcid 
-xAq^a-x 'AxoxAq.uadoeu 'Axodo^dxAq^auixp-^ 'x 'AxoxA^uad 
-q^aq. 'AxoxA^uadosx 'Axo^nqxAq^aui-3 'AxoqnqxAinaui-x 'AxoxAq. 
-uad 'Axo^nqoxoAo 'Axoqnq-iaa:* 'Axoq.nq-oas 'Axoq.nqosx 'Axoq. 

-nq 'Axodoadosx 'AxodojcdoxoAo 'Axodoad 'Axoq^a 'Axotnaui sb 
tpns (^Axo^x 19 9 " l 3w paqpxAaaqqe aq jraijeuxaaaq Asm qoxqw) 
suioq.e uoq^HO 9 1 5uxabl[ sdnozfi Axo^x^ ox\oKo jlo paqou^aq 
'aeauxx apnxoux „drica6 Axo^x^ ^©mox* 31 W 3° saxduiexa 

■ sdnojf) 

XA^x^ * _I 0 peiptreaq jo aeauxx 3ie paaaajajid 'uiaqq. 6uour\f 
'XAxaqoxoAo puc xAdoadxAq^auix^q.-^ 'g 'x 'xAdo^dxAq^aiuxj:^ 
-2 'I 'I 'X^doJ^T^^^-S-T^^^ 3 -! 'xAdoadxAq^a-x-xAq^aui 
-X 'xA^nqxAq^auixp-e 'C 'X^nqxAtnauixp-e 9 z 'xAqnqxAqiaiiixp 
-2 ' Z ' xA^nqxAq^auixp-e ' x ' xA^nqiAiRauixp-z ' I ' xA^nqxAq^amxp 
-X ' X 'lA^nqxAq^a-s 'xAinqxAi^e-x 'xAxaqosx 'xA^uadxAq^aui 
-e 'xA^uadxAqq.aui-2 'xA^uadxAq^aui-x 'xAxaq 'xAq.uadoxo 
-Ao 'xAdoadxAq^a-x 'x^madoau 'xAdcadxAmauixp-s '\ 'xA^uad 
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The term "halogen atom" as used herein means a fluo- 
rine, chlorine, bromine or iodine atom. 

The term "lower alkylcarbonyl group" means a linear, 
branched or cyclic C2-7 alkylcarbonyl group, while the term 
* lower alkylcarbonyloxy group" means a linear, branched or 
cyclic C2-7 alkylcarbonyloxy group. Here, those exemplified 
above as the "lower alkyl group" can also be given as the 
examples of the lower alkyl portion of the lower alkylcar- 
bonyl or lower alkylcarbonyloxy group. Preferred examples 
of the alkylcarbonyl group include acetyl, propionyl, bu- 
tyryl and valeryl groups, while preferred examples of the 
alkylcarbonyloxy group include acetyloxy, propionyloxy, bu- 
tyryloxy and valeryloxy groups. 

The term "hydroxy ( lower alkyl) group" means a linear, 
branched or cyclic Ci-s hydroxyalkyl group. Examples in- 
clude hydroxymethyl, 1-hydroxyethyl, 2-hydroxyethyl, 1- 
hydroxypropyl , 2 -hydroxypropy 1 , 3-hydroxypropyl , 1 -hydroxy- 
2-methyle thyl , 1 -hydroxycyclopropyl , 2-hydroxycyclopropyl , 
1-hydroxybutyl , 2-hydroxybutyl , 3-hydroxybutyl , 4-hydroxy- 
butyl, 2-hydroxy-2-methylpropyl, l-hydroxy-2, 2-dimethyl- 
ethyl, 1-hydroxy-l, 2-dimethylethyl, 1-hydroxypentyl, 2- 
hydroxypentyl, 3-hydroxypentyl, 4-hydroxypentyl, 5-hydroxy- 
pentyl, 2-hydroxy-2-methylbutyl, 3-hydroxy-2-methylbutyl / 
4-hydroxy-2-methylbutyl, 2-hydroxy-3-methylbutyl, 3- 
hydroxy-3-methylbutyl, 4 -hydroxy- 3-methylbutyl, 2-hydroxy- 



-Z 'oxiTTU-eiA^uadxAL[q.eui-x 'ouxuiexAxaq 'oupupxA^uadoxoAo 
'ouTuiPxAdoadxAi^^e-x 'ouxuiexA^uadoau 'ouxurexAdo^dxAqiauixp 
-Z 'T 'ouTUiHiA^uad-^^a^ 'ouxuiexA^uadosx 'oupxrexA^riqxAqtiaui 
-2 'ouxurexA^nqiAti^sui-x 'ouxurexA^uad 'ouxvrexA^nqoxoAo 
'ouTUiPX^^tic[-^aa^ 'ouTui^xA^nq-oes 'ouxuiPxA^nqosx 'ouxurexA^nq 
'ouprexAdcadoxoAo 'ouxurexAdojrdosx 'ouxurexAdojrd 'ouxuiPxAq^a 
'ouxurexAqiaui apnxoux saxduipxa • sdnoa5 xA:>(TB 9-13 oxxoAo ao 
paqoupjq ' IE3UT x om^ 2.0 auo Aq pa^nix^sqns dnoj5 oupxre up 
stream „&noxb ouxure (tAxt^ :raMox)-xp jo -ououi vv uiaaq. am, 

•paaaaj 

-aad Ax^Bxnox^aed ajp sdnca5 xA^T^AxoapAq ^3 paqoueaq 
jco JHauTX 'uiaq:* 5uouiv • sdno:t5 xAxaqoxoAoAxojpAq-^ pu^ 
xAxaqoxoAoAxo;tpAq-£ y xAxaqoxoAoAxo:rpAq-2 'xAxaqoxoAoAxcxipAq 
-X 'TA^uadxAq^aui-g-AxoapAq^g 'xA^uadxAq^aui-^-AxoapAq 
-g 'xA^uadxAq^aui-e-AxoapAii-g 'TA^uadxAq^aui-g-Axo^pAq 
-g 'xAqAiadxAq^aui-g-AxoapAq-fr 'xA^uadxAq:}aui-fr-Axoj:pAq 
-fr 'xA^uadxAq^aui-e-AxojpAq-^ 'xAluadxAq^aui-z-AxojpAq 
-\? 'XA^uadxAii^aui-g-AxojpAq-e 'xA^uadxAqiam-fr-AxojrpAq 
-£ 'TA^uadxAqq.aui-e~AxojpAtj-e 'lA^uadxA^am-g-Axo^pAq 
-£ 'xA^uadxAtt^aua-g-AxoapAq-2 'xA^uadxAqiaw-fr-AxojtpAq-z 
'xA^uadxAq^aw-e-AxoapAq-^ 'xAluadxAqriaui-z-AxojpAq-z 'xAxaq 
-Axo jpAq-9 ' xAxaqAxo jpAq-g ' xAxaqAxoapAq-^ ' xAxaqAxoapAq 
-e y XAxaqAxoapAq~2 'xAxaqAxo^pAq-x 'xA^uadoxoAoAxo^pAq 
-£ 'TAq.uadoxoADAxojrpAq-2 'xA^uadoxoAoAxoapAq-x 'TA:}nq 
-XAq^aiu-^-AxojpAq-^ 'xAq.nqxAq:}aui-fr-Axo;rpAq-£ 'TAinqxAq^aui-fr 
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me thy lpentyl amino, 3-methylpentylamino, isohexylamino, 1- 
ethylbutylamino, 2-ethylbutylamino, 1, 1-dimethylbutylamino, 
1, 2-dimethylbutylamino, 1, 3-dimethylbutylamino, 2,2- 
dimethylbutylamino, 2, 3-dimethylbutylamino, 3, 3-dimethyl- 
butylamino, 1-methyl-l-ethylpropylamino, l-ethyl-2-methyl- 
propylamino, 1, 1 , 2-trimethylpropylamino, 1, 2, 2-trimethyl- 
propylamino, cyclohexylamino, dimethyl amino, diethylamino, 
dipropylamino, diisopropylamino, dibutylamino, diisobuty- 
lamino, methylethylamino, methylpropylamino, methylisopro- 
pylamino, methylbutylamino, ethylpropylamino, ethylisopro- 
pylamino, ethylbutylamino, propylisopropylamino, propylbu- 
tylamino and isopropylbutylamino groups. Among them, amino 
groups each substituted by one or two linear or branched 
Ci-4 alkyl groups are preferred. 

The "mono- or di- (lower alkyl) carbonylamino group" 
means an amino group substituted by one or two linear, 
branched or cyclic C 2 -? alkylcarbonyl groups. Examples in- 
clude acetylamino, propionylamino, butyrylamino, isobutyry- 
lamino, cyclopropyl carbonylamino, valerylamino, isovalery- 
lamino, sec-butylcarbonylamino, pi varoyl amino, cyclobutyl- 
carbonylamino, pentylcarbonylamino, 1-methylbutylcarbonyl- 
amino, 2-methylbutylcarbonylamino, isopentylcarbonylamino, 
tert-pentylcarbonylamino, 1, 2-dimethylpropylcarbonylamino, 
neopentylcarbonylamino, 1-ethylpropylcarbonylamino, cy- 
clopentylcarbonylamino, hexylcarbonylamino, 1-methylpentyl- 



-ost 'xAqqaAxodojd 'xAqqaAxoqqa 'xAq^aAxoqqaui 'xAqqauiAxox 
AxeqoioAo ' xAqieuiAxoxAquadoxoAo ' xAqqauiAxoxAxaqosx ' xAqqaui 
-AxoxAxaq ' xAq^auiAxoxAq-uados t ' xAqqauiAxoxAquad ' xAqqsuiAxod 
-oadoxoAo ' xAqqeuiAxoqnq-q;raq ' xAqqauiAxoqnq-oas ' xAqqauiAxoq 
nqosx 'xAqqauiAxoqnq 'xAq^auiAxodoadosx 'xAqq.auiAxodo;rd 'xAqq 
-auiAxoqqa 'xAqqauiAxoq^am se qons sdnoa5 (xA^X^ 9 " t D)Axo^x p 
9 ' T D epnx^ux „dno:t£> xA^X^Axo^x^ jsmox^ aq} jo saxdurexs 

•paaaajaad Ax^exnoxq 
-;red aie sdno:c6 xA^tx^ s ~ 3 0 paqou^aq ao jreauxx owq jco auo Aq 
paq.nq.Tq.sqns qo^a sdnoa5 ouxun? 'uiaqq £>uoui^ ■ sdriojcb outuihx 
-AaaxHAxAjA^nqosT pue ouxurexAaax^AxA:iAq>riq 'ouxuiexAaAqnqos 
XxAaA^nq 'ouxurexA^ax^xAuoxdoad 'ouTUiHxAaA^nqosoxxAuoxdoad 
'ouxuiBxAaAq-nqxAuoxdoad 'ouxuiBxA^axHAxAqaoB 'ouxuiexA^A^nqos 
-xxA^aop 'ouxuiHxAjcAqnqxAq.aDH 'ouxuiExAuoxdoadxAqaoB 'outuiex 
-A^axBAOSxxp 'ouxuiexAaaxsAXp 'ouxuiexAjAqnqosxTP 'ouxui^x . 
-AjcAqnqxp 'ouxui^xAtioxdoadxp 'ouxiuexAqaoexp 'ouxuiexAuoq 
-aisoxAxaqoxoAo 'ouTurexAuoq;rBOxAdo;cdxAqqaiiix;rq--3 '3 'x 'oupire 
-XAuoqjeoxAdojdxAqqaurxaq-^ 'x 'X 'ouxuinxAuoq:c^3xAdo:rdxAqq.aui 
-2-XAqq.a-x 'ouxxirexAuoq:reDxAdo.idxAqqa-T-xAqqaui-T 'ouxure 
-XAuoqjrBOxAqnqxAqiawxp-e '£ 'ouxmBxAuoqaBOxAqnqxAqqauixp--£ 'z 
ouxuiexAuoqjpoxAq.nqxAq^aiuxp-3 'z 'ouxroexAuoqjtPOxAqnqxAqqauixp 
-e 'I 'ouxui^xAuoqaBOxAqnqxAqqauixp-s 9 \ 'ouxurexAuoqaso 
-xA^nqxAqq.auiTP-X 'T 'ouTuiHxAuoqj^oxA^nqxAq^a-s 'ouxure 
xAuoqjc^oxAq^nqxAq^a-x 'ouxurexAuoqaeoxAxaqosx 'ouxuiexAuoqaHO 
xAquadxAqqaui-e 'ouxurexAuoqaeoxAquadxAqqaui-z 'ouxurexAuoqaeo 
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propoxyethyl, butoxyethyl, isobutoxyethyl, sec-butoxyethyl, 
tert-butoxyethyl, cyclopropoxyethyl, pentyloxyethyl, 
isopentyloxyethyl, hexyloxyethyl, isohexyloxyethyl, cy- 
clopentyloxyethyl/ cyclohexyloxyethyl, methoxypropyl, 
ethoxypropyl , propoxypropyl , isopropoxypropyl , butoxypro- 
pyl, isobutoxypropyl, sec-butoxypropyl, tert-butoxypropyl, 
cyclopropoxypropyl , pentyloxypropyl , isopentyloxypropyl , 
hexyloxypropy 1 , i sohexy loxypropyl , cyclopent yloxypropyl / 
cyclohexyloxypropyl , methoxybutyl , ethoxybutyl , propoxybu- 
tyl, isopropoxybutyl, butoxybutyl, isobutoxybutyl, sec- 
butoxybutyl , t er t-butoxybutyl , cyclopropoxybutyl , pent y- 
loxybutyl, isopentyloxybutyl, hexyloxybutyl, isohexyloxybu- 
tyl, cyclopentyloxybutyl and cyclohexyloxybutyl groups. 
Among them, Ci- 4 alkoxy(Ci- 4 alkyl) groups are particularly 
preferred. 

Examples of the "lower alkoxycarbonylalkyl group" in- 
clude C1-6 alkoxycarbonyl (C1-6 alkyl) groups such as methoxy- 
carbonylmethyl, ethoxycarbonylmethyl, propoxycarbonylme- 
thyl, isopropoxycarbonylmethyl, butoxycarbonylmethyl, 
isobutoxycarbonylmethyl, sec-butoxycarbonylmethyl, tert- 
butoxycarbonylmethyl , cyclopropoxycarbonylme thyl , penty- 
loxycarbonylmethyl , isopentyloxycarbonylethyl , hexyloxycar- 
bonylme thyl , isohexyloxycarbonylmethyl , cyclopentyloxycar- 
bonylmethyl , cyclohexyloxycarbonylmethyl , me thoxycarbon- 
ylethyl, ethoxycarbonylethyl, propoxycarbonylethyl, isopro- 



•sdnojrfc "[A^nqAxoqjeo pun xAdoadAxoqa^D 
'lAq^eAxoq^eo 'x^m^itfAxoqjieD se qon9 sdnoj5 (xA^x^ >" T o)Axoq 
-a^o aie pa^^ajaad 'uiatjq 5uouiv • sdno;r6 (xA^xe 9 * I o) Axoqaeo 
epnxouT /7 dnoj6 (xA^x^ J3mox ) Axoqj90 lv aqq 3:0 sexduiexa 
•pejjajejd Ax^xn^T^^d 9ie sdnojfi (xA^x^ lr " I D) xAuoq^PO ( Axo 
-^x^ *~ T 0) 'uraqq Buouiv " sdnojrfi x^nqxAuoqaeoAxoxAxeijoxoAD 
pun x^^nqxAuoqaeoAxoxA^uedoxoAo 'x^nqi^uoq^^xoxAxaqosx 
'XA^nqxAuoqjcoAxoxAxeq 'xAqnqxAuoq-i^oAxoxAquadosx 'x_AqnqxA 
-uoqaisoAxoxAqued ' x^^nqxAuoqjcBoAxodojcdoxoAo ' xAqnqxAuoqjEO 
-Axoqnq-q;raq ' x^3nqxAuoq:n2DAxoqnq-oas ' x^^^qxAuoqjceoAxoq. 
-nqosx ' x^^^cfl^^oqaPDAxoq.nq ' x^^nqxAxioq zeoAxodoados x ' xAqnq 
-X^uoqaeoAxodojd ' x^nqxAuoq jcsoAxoma ' xAq.nqxAuoqjT2oAxoiiq.eiii 
'xAdoadxAuoqjceoAxoxAxaqoxoAo 'xAdo:tdxAuoq:n?DAxoxAq.uadoxo 
-Ao 'xAdoadxAuoqaGoAxoxAxetiosT 'xAdoadxAuoqjeDAxoxAxeq 
' X AdoJEdxAuoqjeoAxoxAquedos x ' jKdo adx AuoqjreoAxox Aq.ued ' xAd 
-oadxAuoqaeoAxodoadoxoAo J xAdoadxAuoqjBoAxoqnq-qaeq ' xAdoad 
-XAuoqaBDAxoq.nq-03S 'x^oadxAuoqjteoAxoqnqosx 'xAdoadxAuoq 
-JtBDAxoqnq ' x^dojcdxAuoqaBoAxodo^dosx ' xAdojdxAuoqanoAxodo Jd 
' xAdoadxAuoq^EOAxoqqa 9 xAdo jdxAuoqaBoAxonqeui ' xAqqaxAuoq 
-jBDAxoxAxeqoxoAo 'xAqqaxAuoqjBDAxoxAquadoxoAo 'xAqqaxAuoq 
-jpoAxoxAxeqosx 'x^q^T^uoqaBDAxoxAxatj 'xAtjqaxAuoq:ti2oAxoxAq 
-uadosx 'x^3 a T^ uo <V^3^ xo T^3 u 33 'xAqiexAuoqjBoAxodoJidoxoAo 
' XAtiq.axAuoq jisoAxo^nq-^aaq ' x Aqqe xAuoqjBoAxoqnq-De s ' x^jq^T^ 
-uoqi^oAxoqnqosi 'x^q-^lAuoqaeoAxoq.nq 'xAqqaxAuoq:tBoAxod 
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Examples of the "mono- or di- (lower alkyl) aminoalkyl 
group" include mono- or di- (Ci- 6 alkyl) amino (Ci- 6 alkyl) 
groups such as methylaminomethyl, methylaminoethyl, methy- 
laminopropyl, methylaminobutyl, e thyl aminome thyl, ethylami- 
noethyl, ethylaminopropyl, ethylaminobutyl, propylaminome- 
thyl , propylaminoethyl , propylaminopropyl , propylaminobu- 
tyl, isopropylaminomethyl, isopropylaminoethyl, isopropy- 
laminopropyl , isopropylaminobutyl , butylaminome thyl , buty- 
laminoethyl, isobutylaminomethyl, isobutylaminoethyl, sec- 
butylaminome thyl, see-but ylaminoethyl, tert-butylamino- 
methyl , tert-butylaminoe thyl , dimethylaminomethyl , dime thy- 
laminoethyl, dimethylaminopropyl, dimethylaminobutyl/ di- 
ethylaminomethyl , diethylaminoe thyl , diethylaminopropyl , 
dipropylaminomethyl, dipropylaminoethyl, dipropylaminopro- 
pyl, diisopropylaminomethyl, diisopropylaminoethyl, diiso- 
propylaminopropyl, dibutylaminoethyl, dibutylaminobutyl, 
diisobutylaminomethyl, diisobutylaminobutyl, methylethy- 
laminomethyl, methylethylaminobutyl, methylpropylaminome- 
thyl, methylpropylaminoethyl, methylpropylaminopropyl, 
methylpropylaminobutyl, methyl isopropylaminomethyl, meth- 
ylisopropylaminoethyl, methylisopropylaminopropyl, methyli- 
sopropylaminobutyl, ethylisopropylaminomethyl, ethylisopro- 
pylaminoethyl, ethylisopropylaminopropyl, ethylisopropy- 
laminobutyl , ethylpropylaminomethyl , e thylpropylaminoethyl , 
ethylpropylaminopropyl, ethylpropylaminobutyl , methylbuty- 



-euiouTui^iAdoadosTiA^uedoxoAo 'xAdojdouxunexAdojxdxA^uadoxo 
-Ao 'lAq^aouTiuexAdoadiA^uadoxoAo 'xAi^amouxurexAdoadxA:; 
-uedoxoAo 'xA^nqouxurexAtnaxAiuedoxoAo 'xAdoadouxunsxAtn^TAq. 
-uadoxoAo 'TAq^aouTuicxAq^gxA^usdoioAo 'xAq:}BuiouxuiexAq:}9xA:i 
-uadoxoAo ' xA:}nqouxuiexAi[:;auixA:}U9doxoAD ' xAdoadouxuiexAq^siu 
-xA^uadoxoAo 'xAq^aouxuiexAtnaiiixAtiuadoxoAo 'xAmauiouxuiex 
-Aq^euixAq.uadoxoAo ' xA^nqotixuiHxA^nqxAdoadoxoAo ' xAdojdouxurex 
-A^nqxAdojrdoxoAo 'xAq^eouxmBxA^nqxAdoadoxoAo 'xAtneuiouxurex 
-Aq.nqxAdoadoxoAo 'xAinqouxuiexAdojdosxxAdojdoxoAo 'jAdozd 
-ouTurexAdojrdosTxAdoadoxoAo 'xAq^aouxirexAdojdosxxAdoJidoxoAo 
'XAqq.auiouTiUBxAdojdosxxAdojdoxoAo 'xA^nqouTuiexAdojdxAdo^doxo 
-Ao 'xAdoadouTuiHxAdoadxAdoadoxoAo 'xAmeouxuiexAdoadxAdoad 
-oxoAo 'xAq^emouxuiBxAdoadxAdojdoxoAo 'xA^nqouxuiBxAdojcdoxs 
-AoxAq^a 4 xAdoadouxurexAdoadoxoAoxAti^a 'xAq:;eouxwBxAdo:rdoxo 
-AoxAq:*a 'xAqiainouxm^xAdoadoxDAoxAtna 'xA^nqouxurexAdoadoxo 
-AoxAmaui 'X^doadouxuiexAdoadoxoAoxAn^eui 'xAmaouxurexAdojrd 
-oxoAoxAineui 'xAq^amouTurexAdojcdoxoAoxAuiaui 'xAt}nqoupiiexAd 
-oadoxoAoxp 'xAdojrdouxurexAdojdoxoAoxp 'xAinaouxuiexAdojdoxo 
-Aoxp 'xAq^auiouxuiexAdojdoxoAoxp 'xA^nqouxuiexAq.nqxAdojdosx 
'XAdo^douTUi^xA^nqxAdoadosx 'xAq^aouxurexA^nqxAdojEdosx 'XAtn 
-amoup]iBxAiriqxAdo:idosx 'xAtinqouxiiiexA^riqxAdojd 'xAdoadouxurex 
-A^nqxAdoad ' xAq^aouxuiBxA^nqxAdoad ' xAqiamouxunexA^nqxAdojcd 
' xA^nqouxurex^nqxAt^a ' xAdoadouxurexAinqxAq^a ' xAqiaouxurexAq. 
-nqxAq^e 'xAq^amouxuiexAinqxAina 'xA^nqouxurexA^nqxAinaiu 'xAd 
-oadouxuiHxA^nqxAqq.eui 'xA^aouxuinxA^nqxAtnaui 'xAit^auiouxurex 
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thyl, cyclopentylisopropylaminoethyl, cyclopentylisopropy- 
laminopropyl, cyclopentylisopropylaminobutyl/ cyclopentyl- 
butylaminomethyl, cyclopentylbutylaminoethyl, cyclopentyl- 
butylaminopropyl, cyclopentylbutylaminobutyl, cyclohexyl- 
me thy laminome thyl, cyclohexylmethylaminoethyl, cyclohexyl- 
methylaminopropyl, cyclohexylmethylaminobutyl, cyclohexy- 
lethylaminomethyl , cyclohexylethylaminoethyl , cyclohexy- 
lethylaminopropyl/ cyclohexylethylaminobutyl, cyclohexyl- 
propy laminome thyl, cyclohexylpropylaminoethyl, cyclohexyl- 
propylaminopropyl, cyclohexylisopropylaminomethyl, cyclo- 
hexylisopropylaminoethyl, cyclohexylisopropylaminopropyl, 
cyclohexylisopropylaminobutyl, cyclohexylbutylaminomethyl, 
cyclohexylbutylaminoethyl, cyclohexylbutylaminorpropyl and 
cyclohexylbutylaminobutyl groups* Among them, mono- or di- 
(C1-4 alkyl) amino (Ci-4 alkyl) groups are preferred. 

Examples of the "mono- or di- (lower alkyl) aminoalkyl- 
amino group" include mono- or di- (Ci- 6 alkyl) amino (Ci- 6 al- 
kyl) amino groups such as methylaminomethylamino, methylami- 
noethylamino, methylaminopropylamino, methyl aminobutyl- 
amino, ethylaminomethylamino, ethylaminoethylamino, ethy- 
laminopropylamino, ethylaminobutylamino, propylaminomethy- 
lamino, propylaminoethylamino, propylaminopropylamino, pro- 
pyl aminobu t yl amino , i sopropylaminome thyl amino , i sopropy- 
laminoethylamino, isopropylaminopropylamino, isopropylami- 
nobutylamino, bu ty laminome thylamino, but ylaminoe thyl amino, 



-A^nqouxui^iA^TiqxAdo^d 'oux^x^o^ouT^T^nqxAdoad 'ouxurex 
-An^aouTuiexA^nqiAdoad 'oiiTuiBiAq^sutouTui^xA^nqxAdoad 'ouxui^x 
-A^nqouxuiexA^nqxALpa 'ouxmexAdoadouxuiBxA^nqxAtne 'ouxui^x 
-Aq^aouxuiexA^nqxAq^a ' ouxmBxAqiamouxirexAiriqxALna 'oupuex 
-A:i.nqouxuii?xA:inqxAq:i3iii 'ouTuiexAdoadouTUiHX^^nqxAq^eui 'ouxuibx 
-Auq-eouTiiiBxA^nqxAq^eui 'ouxmex^l^ouT^T^nqxAi^eiii 'ouxurex 
-Aq/nqouxuiexAdoadxAma 'ouxuiexAdo:rdouxiirexAdo:idxAq:}a 'ouxurex 
-Aqq-QouTiupx^^o^dl^^ 9 'ouxmexA^euiouxmex^oadxAtne 'ouxurex 
-Aq.nqouTuiexAdojdosTxA'q^a 'ouxuiexAdojdoiiTuiHxAdojdosjxA^^a 
'ouxuiex^3 n q° u T^T^3o:cdosxxAq:|.3m 'ouxiirexAdo;rdouxurexAdo:rd 
-osxxAxnaui i ouxm^x^"^4 aou T UI ^I^ do:i:dos TI^ L l^ euI 'ouxuiexAq^autou 
-xuiex^^ojcdo9xxAtjq.3ui 'ouxirax^nqou™ 5 !^ 0 ^!^! 9111 'ouxurexAd 
-ozdouxmex^tfo-z^T^Mlsu 1 'ouxui^xAq^aouxui^x^do^dxAii^eui 'ouxurex 
Aq^auiouxiu^x^^o^^T^^^ 9111 'ouxuiexA^nqouxuiHxAqq.axAqq.sui 'ouxurex 
-ALmeuiouxuiHxAq^exAq^ein 'ouxurexA^nqouxurexA^nqosxxp 'ouxurex 
Aq^auiouxurexAq-riqosxxp 'ouxurexA3nqouxurex^3 nc lTP 'ouxurexAxnaou 
-xuiexA^nqxp 'ouxmexAdo:cdouxurexAdo;cdosxxp 'ouxuinxAq^souxuiex 
Adoadosxxp 'ouxiupx^^l^^ouxunex^dojdosxxp 'ouxurex^oadouxurex 
Adoadxp 'ouxmPX^l 90u ™ B T^ do:td TP 'ouTraexAqisucouxurexAdoadxp 
'ouxmPX^o^oup^T^tn 9 !? 'ouxurexAqq.90UXurex^33TP 'ouxurex 
-A^auiouxurex^U^TP 'ouxmExAinqouxurexAij^auiTp ' ouxurex Ado:rd 
-ouxuiexAq^auixp 'ouxurexAxj380uxurexAtiq.8uixp 'ouxurex^qieiuouxurex 
-Attq.euixp 'ouxmexAq:;aouxurexA:inq-:;.ieq. 'ouTuiPiAq^eraouTiuexA^nq 
-q.ja^ 'ouxurexAinaouxurexA^nq-oes 'ouxurexAtneuiouxurexA^nq 
-obs 9 ouxurex aouxure x A^nqosx 'ouxurexAineuiouxurex^nqosx 
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lamino, isopropylbutylaminomethylamino, isopropylbutylami- 
noethyl amino, isopropylbutylaminopropyl amino, isopropylbu- 
tylaminobutyl amino, dicyclopropylaminomethylamino, dicyclo 
propylaminoethylamino, dicyclopropylaminopropyl amino, dicy 
clopropylaminobutylamino, methylcyclopropylaminomethy- 
1 amino, me thylcyclopropylaminoe thy lamino, methylcyclopropy 
laminopropyl amino, methyl cyclopropylaminobutylamino, ethyl 
cyclopropylaminomethylamino, e thylcyclopropylaminoe thy- 
lamino, ethylcyclopropylaminopropylamino, ethylcyclopropy- 
laminobutylamino, cyclopropylpropylaminomethylamino, cyclo 
propylpropylaminoethylamino, cyclop ropylpropylaminopropy- 
lamino, cyclopropylpropylaminobutylamino, cyclopropyliso- 
propylaminomethylamino, cyclopropylisopropylaminoethy- 
lamino, cyclopropylisopropylaminopropylamino, cyclopropyli 
sopropyl aminobu ty 1 amino , cyclopropy lbuty 1 aminome thy 1 amino , 
cyclopropylbutylaminoethylamino, cyclopropylbutylaminopro- 
pylamino, cyclopropylbutylaminobutylamino, cyclopentyl - 
methylaminomethylamino, cyclopentylmethylaminoethyl amino, 
eye lopentylmethylaminopropy lamino, cyclopentylmethylami- 
nobuty lamino, cyclopentyl ethyl aminome thy lamino, cyclopen- 
tylethylaminoethylamino, cyclopentylethylaminopropylamino, 
cyclopentylethylaminobutylamino, cyclopentylpropylami- 
nomethylamino, cyclopentylpropylaminoethylamino, cyclopen- 
tylpropylaminopropy lamino, cyclopentyl i sopropyl aminomethy- 
lamino, cyclopentyl isopropylaminoethylamino, cyclopentyli- 



-2-xAq^aui-s 'xAdoadxAueqd-x-iAq^am-s 'xAdo;rdxAuai{d-£ 
-XAin©ni-T y lAdoadxAu3qd-2-xAq^aui-x 'lAdoj:dxAuBL[d-x-xAq^9Ui«i 
' x^doadxAzueq-x ' X^nqxAuaqd- 9 lA^nqxAuaqd-e ' xA^nqxAueqd 
~Z 'X^nqxAuaqd-x 'xAtnaxAuaqd-z-xAqqa-x 'xAtnaxAuaqd 
-X-TAmaur-x 'X^dojcdxAuaqd-e 'xAdojrdxAuaqd-2 ' x^doadxAuaqd 
-X 'xAmaxAuaqd-x 'xA^auaqd 'xAzuaq se tpns sdnoab (X^>[X^ 
9-^3) x^uaqd ©pnxoux „dnca.6 xA^X^xAuaqd,,, 3 M4 J° gaxdurexg 

•pajjajaad Ax^^x^T^^^d sdnoab ouxure(xA:>i 

-X^ fr - x 0) outui^ (xA>cxb *~ l O)-TP 3° -ououi y uiaq^ Buouiv ■ sdao^6 
ouxm^xA^nqouxiiiBxAinqxAxaqoxoAo pup ouTinexAdojdouTUi^x 
-Aq.nqxAxaqoxoAo 'ouxiHBxAqrjaouxmexA^nqxAxaqoxoAo 'ouxui^x 
-AqiamouxurexA^nqxAxaqoxoAo 'ouxm^xA^nqouxuiexAdojrdosxxAxaq 
-oxoAo 'ouxui^xAdoadouTUiBxAdoadoSTxAxaqoxoAo 'ouxurexAqia 
-ouTuiHxAdoadosTxAxaqoxoAD 'ouTuiexAq^auiouTUiexAdoadosxxAxaq 
-oxoAo 'ouxiHExAdojrdouxmexAdojrdxAxaqoxoAo 'ouxiuexAqq-aouTui^x 
-AdojdxAxaqoxoAo 'ouxurexAqiauiouxm^xAdcadxAxaqoxoAD 'ouxurex 
-A^nqouxniexAti^axAxaqoxoAo 'ouxmBxAdosdouxuiexAxnaxAxaqoxAoAo 
'ouxmPxAqiaouxmexAqq-axAxaqoxsAo 'ouxmBxAqiauiouxurexAqiaxAxaq 
-oxoAo 'ouxiuex^^ n C[ouxuiHxAt{q.auixAxanoxoAD 'ouxurexAdcadouxurex 
-An^auLxAxaqoxoAo 'ouxmexAq^eouxuiexAinauixAxaqoxoAo 'ouxuiex 
-Aq^aououxuiBxAiiq.auixAxaqoxoAo 'ouxuiexAq.nqouxuiBxAq.nqxA^uadoxo 
-Ad 'ouxm9xAdoadouxuiexAq.nqxA:iuadoxoAo 'ouxuiexAq^aouxuiex 
-A^nqxA^uadoxoAo 'ouTUi^xAq^auioxixuiexAq-nqxA^uadoxoAo 'ouxuiex 
_A:;nqouxmpxAdo;idosxxA}uadoxoAD 'ouxui^xAdojidouxuiexAdojcdog 
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phenylethyl groups . 

Examples of the "lower alkylthio group" include Ci- 6 
alkylthio groups such as methylthio, ethylthio, propylthio, 
isopropylthio, cyclopropylthio, butyl thio, isobutylthiO/ 
sec-butyl thio, tert-butylthio, cyclobutylthio, pentylthio 7 

1- methylbutylthio, 2-methylbutylthio, isopentylthio, tert- 
pentylthio, 1, 2-dimethylpropylthio, neopentylthio, 1-ethyl- 
propylthio, cyclopentylthio, hexylthio, 1-methylpentylthio, 

2- methylpentylthio, 3-me thy lpentyl thio, isohexylthio, 1- 
ethylbutylthio, 2-ethylbutylthio, 1, 1-dimethylbutylthio, 

1, 2-diemthylbutylthio, 1, 3-dimethylbutylthio, 2, 2-dimethyl- 
butylthio, 2, 3-dimethylbutylthiO/ 3, 3-dimethylbutylthio, 1- 
methyl-l-ethylpropylthio, l-ethyl-2-methylpropylthio, 
1,1, 2-trimethylpropylthio, 1, 2, 2-trimethylpropylthio and 
cyclohexylthio groups. Among them, Ci- 4 alkylthio groups 
are particularly preferred. 

The term "saturated nitrogen-containing heterocyclic 
group" means a saturated 5-7 membered heterocyclic group 
containing at least one nitrogen atom in the ring thereof. 
Preferred examples include saturated 5-6 membered heterocy- 
clic groups each containing one or two nitrogen atoms and 0 
or 1 oxygen or sulfur atom, such as pyrrolidinyl, imida- 
zolidinyl, pyrazolidinyl, oxazolidinyl, thiazolydinyl, 
isooxazolidinyl, isothiazolidinyl, piper idinyl, piperazi- 
nyl, morpholino and thiomorpholino groups. 



' L H puB 9 h Aq Ax^uapuadapux pa:}uasa:ida;r dnojfc oxxoAooaa 
-iaq J5uxuxe:;uoo-ua5o:r:}xu am sv *dnoa5 ouxuibxA^xsouxuib (xA^t 
-XB jaMOX)-xp jo -ououi puB dno;tJ3 ouxutBxAuiaog: 'dnojcb 
ouxuiBxAuoqjtBO (TA3[X e aaMOX)-TP *o -ououi y dnoa5 ouxuib (xA^x^ 
aaMOx)-TP z° -ououi b 'dnojB ouxuib ue 'dno:i6 oj^xu b 'uio:;b 
uaSoxBq b 'dnojfi AxoxAuoqaBDxA^x^ JaMOX b 'dno;c6 Axo^x^ 
aaMOx b 'dnoaB x^^I^ ^aMox b 'dno:r6 Axo;rpAq b 'uio^p ua5oap 
-Aq b uiojj pa^oaxas aae o/nq. ;taq:;o aqq. pun dnoafc ouxuibxAuijoj 
jio oj^tu 'Axo^xb b g^uasaadajt e H pup z h ' t H jo auo 

IBq} paajraja^d st ^x '(I) punoduioo uox^uaAux aq:} ui 
•sdno^5 ouxuiBxAq:}axAuxpx;radxd pu^ ouxuiBxAq:*auixAuxpx:iadxd 
'Axx^TJT^^ 5 a;coui 'sdno:r6 ouxuib ( xA^xb 9_I 0) xAuxpx:cadxd 
apnxoux „dno;r6 ouxuiBxA^x^lAuxpxjtadxd^ aqq. jo saxduiBxa 

•sdnoaf) ouxuiBxAqnqosx pup ouxuib xAqnq-oas 'ouxuiBxAd 
-ojdosi 'Axx^oxjxoads &zow 'sdnoaf) ouxuib xA^x^ 9 ~ Z D paqouBJiq 
apnxoux „dno;r6 ouxuibxA^x^ P a ^ouB;rq vv aqq. jo saxduiBxa 

•sdnoafi xApxjAdojpAqBjrqaq. puB 
XApxaAdojpAqxp 'xApxaAd 'xAxozBxqqosx 'xAxozbxoosx 'xAxoz 
-Bxqq 'xAxozbxo 'xAxozBJiqaq 'xAxozbxj:* 'xAxozBxAd 'xAxoz 
-Bpxuix 'xAxo-^Ad apnxoux saxdunexa oxjxoadg -uioq.B jnjxns 
20 ua5Axo x Jo 0 P UE suio^h ua£>o:iqxu ^ 03 x 6uxuxBquoo qopa 
sdno.26 oxxoAoojca^aq paaaquiaui 9-g paqBjnqBSun sjb paa^ajaad 
•joaaaqq. 6uxj aqq ux wo^v usBoj^tu auo qsBax qB 6uxuxBquoo 
dnoafi oxxoAooaaqaq paaaquiaui i-q paqBjm^BSun ub suBaui „dno;r6 
oxxoAooaaqaq 6ututb;uoo-u85oj;tu paqBanqB9un kv aqi 
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piper idinyl, piperazinyl and pyridyl groups are particu- 
larly preferred. 

As the nitrogen-containing heterocyclic group which is 
formed by R 6 and R 7 together with the adjacent nitrogen 
atom, saturated nitrogen-containing heterocyclic groups are 
preferred, with pyrrolidinyl, imidazolidinyl, pyrazolidi- 
nyl, piperidinyl, piperazinyl, isooxazolidinyl and mor- 
pholino groups being particularly preferred. 

As the nitrogen-containing saturated heterocyclic 
group which is formed by R 8 and R 9 together with the adja- 
cent carbon atom, pyrrolidinyl, imidazolidinyl, pyrazolidi- 
nyl, oxazolidinyl, thiazolidinyl groups are particularly 
preferred. 

In the formula (I), it is preferred that one of R 1 , R 2 
and R 3 represents a lower alkoxy, nitro or formylamino 
group and the other two are selected from a hydrogen atom, 
a hydroxy group, a lower alkyl group, a lower alkoxy group, 
a lower alkylcarbonyloxy group, a halogen atom, a nitro 
group, an amino group, a mono- or di- (lower alkyl) amino 
group, a mono or di- (lower alkyl) carbonyl amino group, a 
formylamino group and a mono- or di- (lower alkyl) amino- 
alkylamino group; R 4 represents a hydrogen atom or a lower 
alkyl group; R 5 represents a hydrogen atom, a halogen atom 
or a lower alkyl group; A represents -N(R 6 )R 7 (in which R 6 
and R 7 have the same meanings as defined above) ; B repre- 



• (II) aq^xpauuraq. 

-ux am ao (i) punodmoo uox:}uaAux am jo 'sa^pjipAn sb ipns 
'sa^BAios snopeA saon:iquia os\v uopuaAux quasaad am, 

•a^Buojxnsauema pup aqeuojxnsau^maui 'a^ej; 
-apq. 'aipj^xo 'e^HiEUE 'a^m^x 'aq^jTBuinj 'a^HaiBui y e^u 
-xoons 'a^^uoxBin 'aqexsxo 'a^pq.aop sb tpns pxop oxuefao up 
mxM s^ps uoxqxppe pp^ pue .'apxpoxo:ipAn pup apxuioaqojpAq 
'a^Btidsoijd 'b^bj^tu 'ar^jins 'apxjtomooapAq tpns _ 'pxoe 
oxue6:roux ue mi^ smes uoxqxppB pxob apnxoux (n) ar^xp 
-auiaaq-ux jo (i) punodmoo uox^uaAux am jo lies em jo said 
-urexa m iJiv am ut es JCBd umou^ aauueui h ui mes s^t oqux 
pe^jeAuoo aq ubo punodmoo uot;u8aut am jo uox^^a^dajd am 
JOj (ii) a:^xpaui:taq.ux ao (i) punodmoo uoxq.uaAUX aqi 

• (aAoqp pauxjap sb s6uxueaui 
aures am aAmj l h pue 9 h qoxqM ux) ^h( 9 H)N- s^uasaadaa v P^b 
ifr oq. 3 jtoj spums in .'dnojfc xA^xb JaMOi e Aq pa^n^x^sqns 
aq Aeui tpxijM dnoafi ouxuix ub s^uasa^daa e .'uioq.p uafcojpAq 
b s^uasa^daa qoBa g H Pub fr H .'uioq.e ua5oxnq b pub dnoj5 Axo 
-}[IB jaMOj b 'dnojf> Axo^pAq e 'uio^p ua5ojpAq b uiojij paqoax 
-as 9je OMq ja^o am puB dnoz5 ouxuiPiAuiaog: oaqxu 'Axo 
-3(IB aanox b s^uesaidaj e n pub 2 h ' t H jo auo }Bm pajrjrajaad 
Ax^Binoxq^Bd si qx '(I) Binuuroj am ux 'aaouiaam^nj 

•fr 03 3 joj spuBqs ui puB .'dnojfi T^^T^ 
aa^ox b Aq paqnqxqsqns aq Abui ipxijM dnoafi ouxuix ub sq^uas 

- zz - 



>in'03 # uns§uisiJ[-MAiAi//: dpq 
•pn suopB3iunuiuio3 uns Suisih £q pailddns uoi;bisubjx 619 9£/ 96 oay 



Translation Supplied by Rising Sun Communications Ltd. 
http://www.risingsun.co.uk 



- 23 - 



The invention compound (I) sometimes exhibits proton 
tautomerism, particularly imine-enamine tautomerism. Exam- 
ples of such tautomerism include: 



The invention compound (I) or the intermediate (II) 
can be prepared by various synthesis processes, with its 
basic skeleton or characteristics of its group taken into 
consideration. Typical synthesis processes (A and B) for 
it will be described below. Here, it is possible to pre- 
pare the invention compound by any one of the preparation 
process A, preparation process B and processes in accor- 
dance therewith. 
Preparation Process A: 





D 



Step Al 




H-B-(CH2) m -A (V) 

( + N-substitution, O-substitution 

reaction or the like) 



Step A2 



(I) 



-N'N 'axT^Ju 0 ^ 06 SB M^ns ^uaAXOS JBxod ox^ojdB ue 
'axdurexa joj 'uox^osaj aqq. uo aouanxjux ub ^jexe ;ou saop 
qoxqM ^xi9A"[OS b ut jo jauuBui ssex^uaAjos b ux auxpx jAdoupire 
-XAq^auixp-^ jeo auxpx^nx 'auxpxjAd se qons punoduioo asBq 
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dimethyl f ormamide or dimethylsulf oxide, a halogen base sol- 
vent such as methylene chloride, chloroform or 1,2- 
dichloroethane, an ether base solvent such as ether, tetra- 
hydrofuran or dioxane or a benzene base solvent such as 
toluene. The reaction can ordinarily be carried out at 
room temperature or under heating. 

When X of Compound (III) represents a hydroxy group, 
the main reaction can be carried out after it is converted 
into a highly reactive substituent such as p-nitrophenoxy 
group or halogen atom in a manner known per se in the art. 

Incidentally, when the thiazole derivative (II) or in- 
vention compound (I) containing as any one of R 1 , R 2 and R 3 
an amino group or a lower-alkyl-substituted amino group is 
prepared, the main reaction is effected after protection of 
the amino group of Compound (III), followed by deprotection 
after the main reaction or after the reaction in the subse- 
quent .step A2; or the main reaction is effected by using a 
nitro-containing Compound (III), followed by reduction af- 
ter the main reaction or after the reaction in the step A2 
to convert the nitro group into an amino group. 

When the thiazole derivative (II) or invention com- 
pound (I) containing a hydroxy group as any one of R 1 , R 2 
and R 3 is prepared, Compound (III) containing an alkoxy 
group can be used instead of that containing a hydroxy 
group. In this case, after the main reaction or the reac- 



-N oq. a^n^xTui uox^OBaa am SuxqoaCqns uam puB (a) punoduioo 
m™ iv da^s am ut pauxB^qo (n) aAX}BAx:rap axozBxm am 
Sux^oBaa Aq pauxB^qo aq ubo (1) punoduioo uoxquaAUX am 

3V da^S 

•ZY da^s quanbasqns am ut uoxqoBajr am 
ia^B uopoeej uxbui am .laqjB quo paxjJBO aq ubo uopeia 
-do sxqi, * (uot;oh9j: uuBuiaxips 'uopoeea uuMie^eo 'pomaui 
jiaAauipuBS) uox^osaa uoxq.n^xisqns am sqxianqxqsqns 
srox.iba oqux ^x pa^aaAuoo sx n^s uinxuozBxp 5uxixns_a:i: 9l O 
uam pu^ 4T^ S umxuozBxp b o^ux ^x }:caAUOO 03 (m) punoduioo 
6uxuxb:iuoo-ouxuib am uo pa^OB sjh pxoB 6uoj;s b puB lies 
a^TJ^iu b 'pa:rBda;td sx dnoaB oaqxu jlo dnojfi AxojrpAq; 'uioq.B 
uaboxBij b € h puB 2 h ' t H JO auo Aub SB 6uxuxb:*uoo (i) punod 
-uioo uox^uaAux jo (n) aAX^BAXjap axozBxm am uaijM 

' E H puB ? H ' t H JO suo Aub sb 
dnojfi AxoapAn b suxb^uoo puB aAoqs pajBdaad uaaq sbtj 
punoduioo uopueAUt am °4 paqoB sx joajam aAx^BAxaap aAxq. 
-OBa;r jo pxoB oxxAxoqjBO b 'paaBdajrd sx c >i puB 3 h ' x h jo auo 
Aub sh dnoafi AxoxAuoqjBOxA^xB jaMOj b 5uxuxbiuoo (1) punod 
-uioo uox^uaAux jo (h) aAX^BAxaap axozBxm am uaqM 

•a^xx am ao uoxq.onpaa ox^Ax 
-b^bo 'pxoB oxqaoB ux uox^nxos apxuiojrquafcojipAq jo uox^nxos 
B 'apxuiojtqxaq. uoioq 'apxjoxqoojpAq auxpxaAd b Suxsn Aq uoxq. 
-OBajc uoxq.BxA^x e9 P H^no^m dnojB AxojpAq b o^ux pa^aaA 

-uoo sx dnoab Axo^i* am '^v daqs quanbasqns am ux uox^ 



>jrr <xr unsSuisi j*mm//: djjq 
•pn suoijB3iunrauio3 un<§ Suisr^j pai[ddn<§ uoi^b[subjx 



Translation Supplied by Rising Sun Communications Ltd. 
http://www.risingsun.co.uk 



- 27 - 

substitution reaction as needed. The reaction is effected 
as in Step Al . 

When D of the thiazole derivative (II) represents a 
hydroxy group, it is also possible to carry out the main 
reaction after converting the derivative into a highly re- 
active substituent such as p-nitrophenoxy group or halogen 
atom in a manner known per se in the art. 

The invention compound (I) can be introduced into an- 
other invention compound (I) by subjecting it to N- 
substitution reaction or O-substitution reaction. The N- 
substitution reaction can be effected by the method known 
to date such as monoalkylation, dialkylation or amidation. 
More specifically, the N-substitution can be carried out as 
needed by the reaction in which a reducing agent such as 
formic acid or boron hydride compound and an aldehyde such 
as formaldehyde, acetaldehyde or glyoxal or an acid anhy- 
dride such as acetic anhydride are used in combination, the 
reaction in which a carboxylic acid or reactive derivative 
thereof is used, the reaction in which an alkyl halide is 
used, the reaction in which a compound containing therein 
an eliminating group such as lower alkoxy, lower alkylthio, 
lower alkylsulfonyl or lower alkylsulf inyl, or a halogen 
atom is used, the reduction reaction in which an aldehyde 
or ketone is acted to form an imine derivative, followed by 
the addition of a boron hydride compound or the hydrogena- 
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(I) 

wherein X, R 1 , R 2 , R 3 , R 4 , R 5 , a, B, D and m have the same 
meanings as defined above. 
Step Bl 

Compound (VI) can be prepared by reacting Compound 
(IV) with Compound (V) . The reaction is effected in a 
similar manner to Step A2. 
Step B2 - 

Compound (VI) obtained in Step Bl'can be introduced 
into the invention compound (I) by being reacted with Com- 
pound (III) . The reaction is effected in a similar manner 
to Step Al . 

Incidentally,, when the invention compound (I) contain- 
ing as any one of R 1 , R 2 and R 3 an amino group or (lower al- 
kyl) -substituted amino group is prepared, the main reaction 
is effected after the protection of the amino group of Com- 



aixj^xu b 'pajBdajd sx dnojfi oj^xu jo dnojfi AxojpAq 'uio^b 
uabojBq b € h pub ' x H jo auo Aub sb 6uxuxb:}uoo (i) punod 

-UIOO UOTq.U3AUT JO (II) 9ApBATjap aiOZBXqq. aqq. UBqM 

•dnojJD AxojpAq b € h Pub 2 h ' t h 
jo 9uo Aub sb suxb^uoo pup aAoqB pajBdajd uaaq SBq q^I^ 
punoduioo uox^ubaux aq} 03 pe^op sx joajaqq. aAX^BAXjap sat; 
-oBaj jo pxoB oxiAxoqjBD h 'pajBdajd st dnoj5 AxoiAuoqjpo 
-TA^xb ub c h pub z h ' T H jo auo Aub sb 6ututb;uoo (i) punod 
-moo uoi^ueAUT jo (ii) 8ATq.^ATjep aiozBxqq. aqq uaqM 

•dnojfi AxojpAq b oqux dnojfi Axo^tb aqq ^jsauoo 04 uoxq, 
-onpaj ot^Aih^pd jo 'pxoB opaoB ux uoxq.nxos apxuiojquaBojp 
-Aq 30 uox^nios b 'apxuiojqxjq. uojoq 'apxJOiqoojpAq auxpxjAd 
£>uxsn uoT^DBei uox^BiA^iBap aqq Aq 'ZY da^s U T uoxqoBaj 
aqq. jo uox^oBaj uxbui aqq. oq. quanbasqns 'pajBdajd st punod 
-uiod uoxq.uaAUX aqq. jo 3Axq.BAXjap aqq. 'pasn sx (m) punod 
-moo Buxuxb^uoo-Axo^t* &m uaqw " (III) punoduioo BuxuxBquoo 
-AxojpAq b Buxsn jo pBaqsux (m) punoduioo Buxuxb^uod 
-Axo^jb ub asn 04 aiqxssod sx qx 'pajpdajd sx dnojfi 
AxojpAq b € h Pub 2 h ' t H jo auo Aub sb BuxuxBquoo (i) punod 
-moo uoxquaAUx jo (n) aAxqBAXJap aiozBxqq. aqq. uaqM 

• dno j5 

ouxuib us oqux dnojb ojqxu aqq. q.jaAUoo oq 2V daqs ux uoxqoB 
-9J aqq. ja^jB jo uox^oBaj uxbui aqq. jaq.jB uox^onpaj Aq paMOi 
-joj Mill) punoduioo BuxuxBquoo-ojqxu b Buxsn paqoajja sx 
uoxqoBaj uxbui aqq. jo ,'uoxq.oaqojdap Aq paMOnoj '(III) punod 

- oe - 



>[n*oo-uns§uisu # AiAiAi//: d;;q 
•pn suopBDiunuimo3 ling Suisrtf p9i[ddns uoptqsui? jx 



Translation Supplied by Rising Sun Communications Ltd. 
http://www.risingsun.co.uk 



- 31 - 

salt and a strong acid are acted on the amino-containing 
compound (III) to convert it into a diazonium salt and then 
the resulting diazonium salt is converted it into various 
substituents by the substitution reaction (Sandmeyer 
method, Gattermann reaction, Schiemann reaction) . This 
procedure can be carried out after the main reaction or af- 
ter the reaction in the subsequent step A2 . 

Invention Compound (I) prepared by any one of the 
above-described Preparation Processes A and B and processes 
in accordance therewith can be prepared in the form of a 
salt in a manner known per se in the art. 

Invention Compound (I) so obtained has, as will be de- 
scribed later, excellent improving effects on gastrointes- 
tinal dysmotility and at the same time has high safety so 
that it is useful for the prevention and treatment of dys- 
motility in the gastrointestinal tract. Examples of the 
symptoms and diseases caused by digestive dysmotility includ 
epigastric dyscomfort, nausea, vomiting, heart burn, anorexi 
epigastric pain, abdominal flatulence, chronic gastritis, 
reflux esophagitis and postgastrectomy syndrome. 

The invention compound (I) can be formed as a composi- 
tion for oral or parenteral administration, mixed with a 
pharmaceutical^ acceptable carrier. The invention com- 
pound (I) can be formulated into tablets, powders, granules 
or capsules by adding suitable additives, for example, an 
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hours after feeding (30 g/kg, Gaines meal; Ajinomoto Gen- 
eral Foods) . Contraction signals obtained from each trans- 
ducer were amplified (RTA-1200; Nihon Kohden) and recorded 
on a recorder and a computer. 

The area under the contraction wave and base line in 
the antrum was integrated by an analysis program (DSSFFT, 
V. 21; Nihon Kohden) . Motor activity in the antrum was ex- 
pressed as the motor index. The test compound was dis- 
solved in physiological saline and given intravenously. 

The results were calculated by the following equation 
and are shown in Table 1 as % of motor index. 

Motor index for 10 min 
after administration 

Motor index (%) = x 100 

Motor index for 10 min 
before administration 
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Examples 

The present invention will hereinafter be described 
more specifically by Referential Examples and Examples 
but it should however be borne in mind that the present 
invention is not limited to or by the following exam- 
ples . 

Referential Example 1 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- (ethoxycarbonyl) - 
1, 3-thiazole 

In 100 ml of methylene chloride, 21.3 g of 2-amino-4- 
ethoxycarbonyl-1, 3-thiazole was suspended, followed by the 
addition of 24.8 g of 3, 4-dimethoxybenzoyl chloride, 25.3 g 
of triethylamine and 0.15 g of 4-dimethylaminopyridine . 
The resulting mixture was refluxed for 2 hours. After the 
reaction mixture was allowed to cool down, methylene chlo- 
ride was distilled off under reduced pressure. To the 
residue, 1000 ml of water was added. Crystals so precipi- 
tated were collected by filtration and then recrystallized 
from ethanol, whereby 30.3 g of the title compound was ob- 
tained. Yield: 73%. 

J H-NMR (CDCI3) 5: 1.39(3H,t), 3.95(3H,s), 3.97(3H,s), 
4.39(2H,q), 6.95(lH,d), 7 . 4 6-7 . 51 (2H, m) , 7.88(lH,s), 
9.91 (lH,brs) . 
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MS (FAB,m/z) : 399 (MH + ) 
IR(KBr) cm" 1 : 1719, 1655 

J H-NMR ( DMSO-d6 ) 5 : 3.78{3H,s), 3.92<3H,s), 4.03(3H,s), 

6,85(lH,s) ; 7.43(lH,s), 8.00(lH,s), 9 . 00 ( 1H, brs) , 

11.52<lH,brs) . 
Referential Example 4 

2- [N-Methyl-N- (3, 4-dimethoxybenzoyl) amino] -4- 

(ethoxycarbonyl) -1, 3-thiazole 

In a similar manner to Referential Example 1 except 
that 2- (N-methylamino) -4- (ethoxycarbony) -1, 3-thiazole was 
used instead of 2-amino-4-ethoxycarbonyl-l, 3-thiazole, the 
title compound was obtained - 

MS (EI,m/z) : 350 (M + ) 

IR(KBr)cm _1 : 1719, 1655 

I H-NMR(DMSO-d 6 )5: 1.41(3H,t), 3.80{3H,s), 3.92(3H,s), 

3.95{3H,s), 4.41<2H,q), 6. 93-6. 96 (lH,m) , 7.15- 

7.21(2H,m), 7.90(lH,s). 
Referential Example 5 

2- (N-Methylamino) -4- [ (2-dimethylaminoethyl) amino- 

carbonyl] -1, 3-thiazole 

In 3,5 g of N, N-dimethylethylenediamine, 2.5 g of 2- 
(N-methylamino) -4- (ethoxycarbonyl) -1, 3-thiazole was dis- 
solved, followed by stirring at 100 °C for 6 hours. The 
reaction mixture was poured into isopropyl alcohol and the 
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8,11 (1H, s) , 11.5(lH,brs) , 12.4 (lH,brs) . 
Example 1 

2- [N-Methyl-N- (3, 4-dimethoxybenzoyl) amino] -4- [ (2- 

dimethylaminoethyl) aminocarbonyl ] -1/ 3-thiazole maleate 
(Preparation Process A) 

A mixture of 8.41 g of 2- [N-methyl-N- (3, 4-dimethoxy- 
benzoyl) amino] -4- (ethoxycarbonyl) -1, 3-thiazole obtained in 
Referential Example 4 and N, N-dimethylethylenediamine was 
stirred at 100 °C for 4 hours. After being allowed to cool 
down, the reaction mixture was purified by chromatography 
on a silica gel column (chlorof orm: methanol = 5:1) , whereby 
7.8 g of the title compound was obtained as a free base. 
The compound so obtained was converted into its maleate and 
thus, the title compound was obtained. Yield: 82%. 

MS (EI,m/z) : 392 (M + ) 

IR(KBr) cm** 1 : 3380, 1649 

i H-"STMR ( DMSO-ds ) 5 : 2.84<6H,s), 3.21-3.35 (2H / m) , 3.60- 
3.66(2H,m), 3.70(3H,s), 3.82(3H,s), 3.84(3H,s), 
6.01(2H,s), 7.09(lH,d), 7.25-7.28(2H,m), 7.93<lH,s), 
8.56(^^1, 8.60-10.00(lH,br) , 13 . 00-14 . 00 ( 1H, br ) . 
(Preparation Process B) 

1.68 g of 2- (N-methylamino) -4- [ (2-dimethylaminoethyl) - 
aminocarbonyl] -1, 3-thiazole obtained in Referential Example 
5 and 2.23 g of p-nitrophenyl 3, 4-dimethoxyphenylbenzoate 
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2 H-NMR(DMSO-d 6 )5: 2 . 99 (2H,m) , 3.56(2H,m), 3.86 (3H,s), 
3.87(3H,s), 7.11(lH,d), 7 . 73-7 . 80 (2H, m) , 8.14(3H,br), 
8.23{lH,t), 12.68(lH,br) , 13 . 00-14 . 00 ( 1H, br) . 

In a similar manner to Example 1 or 2, Compounds of 
Examples 3 to 21 which will be described below were pre- 
pared using a compound selected from those obtained in Ref- 
erential Examples 1 to 5. 
Example 3 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS (FAB,m/z) : 379 (MH + ) 
IR(KBr)cm _1 : 3359, 1650, 1551 

J H-NMR(DMSO-d 6 )5: 2.83(6H,s), 3.24(2H,t), 3.64(2H,q), 
3.86(3H,s), 3.87(3H,s), 6.03(2H,s), 7.12(lH,d), 
7.71-7.80 (2H,m) , 7.88(lH,s), 8 . 20 ( 1H, brs ) , 
12.58 (3H,brs) . 
Example 4 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (1-imidazolyl) - 
ethyl] aminocarbonyl] -1, 3-thiazole dihydrochloride 
MS (EI,m/z) : 401 (M + ) 
IR(KBr)cm _1 : 3142, 1676, 1578 

'H-NMR (DMSO-de) 6 : 3 . 73-3 . 86 < 8H, m) , 4 . 39-4 . 42 (2H,m) , 
7.11(lH,d), 7.66-8.28 (6H,m) , 9 . 20-9 . 21 ( 1H, m) , 
12. 64 (lH,br) , 14.77 (lH,br) , 13. 00-14 . 00 (lH,br) . 
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Example 8 

2- [N- (2, 4-Dimethoxybenzoyl) amino] -4- [ (2-dimethylamino- 
ethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS(EI,m/z) : 377 (M + ) 
IR(KBr)cm" L : 3335, 1709, 1653 

J H-NMR(DMSO-d 6 )5: 2.59(2H / t) / 2.84(6H,s), 3.61(2H / q) / 
3.89(3H,s), 4.04 (3H, s) , 6.02 (2H,s) , 6.73-6.80 (2H,m) , 
7.87-7.96(2H,m) , 8.47(lH,t), 8 . 60-10 . 00 ( 1H, br ) , 
11.23 (IK, a) , 13.00-14.00 (lH,br) . 
Example 9 

2- [N- (2/4, 5-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 

aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 

MS (EI,m/z) : 407 (M + ) 

IR (KBr) cm" 1 : 3322, 1657, 1611 

i H-NMR ( DMSO-ds ) 5 : 2.83(6H,s), 3.25(2H,t), 3.60(2H,t), 
3.78(3H,s), 3.93(3H,s) / 4.07(3H,s), 6.02(2H,s), 
6.89(lH,s), 7.51(lH,s), 7.89(lH,s), 8.52(lH,t), 8.60- 
10.00 (lH,br) , 11.25 (1H, s) , 13 . 00-14 . 00 (1H, br) . 
Example 10 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diethyl- 

aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 

MS (FAB,m/z) : 437 (MH + ) 

IRfKBrJcm" 1 : 3380, 3331, 1664, 1610 

2 H-NMR ( DMSO-d6 ) 6 : 1.21 (6H,t), 3 . 1 6-3 . 2 6 { 6H, m) , 3.57- 
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N-methylamino) ethyl] aminocarbonyl ] -1, 3-thiazole 
MS (FAB,m/z) : 437 (MH + ) 
IRCKBrJcnf 1 : 3220, 2965, 1657 

Z H-NMR (CDCI3) 5: 1.05<6H,d), 2.27{3H,s), 2.62 (2H,t), 
2.90(lH,m) , 3.49(2H,dd) , 3.93(3H,s) , 3.99(3H, s) , 
4.11(3H,s), 6.59(lH,s), 7 . 64 (1H, brs) , 7.74(lH,s), 
7.78(lH / s) , 11.05<lH,s) . 
Example 14 

2- [N- (2/4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-isopropyl- 
N-ethylamino) ethyl] aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

MS(EI,m/z) : 451 (MH + ) 

IR(KBr)cm _1 : 3350, 2970, 1655, 1609 

*H-NMR (DMSO-dg) 5: 1-27 (9H,m) , 3.16(4H,m) , 3.64 (3H/brs) , 
3.78 (3H,s) , 3.93 (3H,s) , 4.08 (3H, s) , 6.89{lH,s) , 
7.5K1H/S), 7.90(lH,s), 8.69(lH,t), 10 . 11 ( 1H, brs) , 
11.31 (1H, s) . 
Example 15 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- [2- (3, 4- 
dimethoxyphenyl ) ethyl ] -N-methylamino ] ethyl ] amino- 
carbonyl] -I, 3-thiazole 
MS(FAB,m/z): 559 (MH + ) 
IR (neat) cm -1 : 3300, 3250, 1655 

i H-NMR (CDCI3) 5: 2.38(3H,s), 2 . 66-2 . 75 (4H, m) , 3.53- 
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isopropylamino) ethyl] aminocarbonyl] -1, 3-thiazole 

MS(FAB,m/z) : 423 (MH + ) 

IR (KBr) cm" 1 : 3220, 2959, 1659, 1608 

J H-NMR(CDC1 3 )5: 1.09(6H,d), 2.86(3H,m), 3.54<2H,dd), 
3.93(3H,s), 3.99(3H,s), 4.13(3H,s), 6.59(lH,s), 
7.55(lH,t), 7.76(lH,s), 7.78(lH,s), 11 . 00 (lH,brs) . 
Example 19 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- 
( ethoxycarbonylmethyl ) -N- isopropyl ] aminoethyl ] - 
aminocarbonyl] -1, 3-thiazole 
MS (FAB,m/z) : 496 (MH + ) 
IRfneatJcm" 1 : 3346, 1743, 1655 

J H-NMR {CDCI3) 5 : 1.06(6H,d), 1.26(3H,t), 2.79<2H,t), 
3.06(lH,quint) , 3.33(2H,s), 3.48(2H,q), 3.93(3H,s), 
3.99(3H,s), 4.12(3H,s), 4.23(2H,q), 6.59(lH,s), 
7.75(lH,s), 7.79(lH,s), 7 . 89-7 . 91 ( 1H, m) , 11.10(lH,s). 
Example 20 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- 
(hydroxycarbonylmethyl) -N-isopropyl] aminoethyl] - 
aminocarbonyl] -1, 3-thiazole 
MS (FAB,m/z) : 467 (MH + ) 
IR(neat) cm" 1 : 3307, 1655 

J H-NMR(DMSO-d 6 )5: 1.00(6H,d), 2.88(2H,t), 3 . 13 ( 1H, quint ) , 
3.15 (2H, s) , 3.4 8-3.52 (2H,m) , 3.78 (3H, s) , 3.92 (3H, s) , 



( + HW)02fr : (z/m'gvj) SW 
m %LL -PT^TA -peuTH^ 

-qo shm punoduioo ax^Tl s m 1° 6 3*21 AqaaaqM 'xouetnaui uiojj 
pazTiiH^sAaoej ai3M sx^lsA^s 6uxixnsa;c aqq. 'aqeax^ui b oq.ux 

UOISJ3AUOO jceq.jv •uot^bjc^xtJ Aq pa^oaxxoo ea9M paq.e:}xdxo 
-ead os sxBq.sAj:o aqx *papp^ sew xouEq^am jo x^ 01 'enpxsaj: 

extq. oj, - aanssaad paonpa;c jrapun uoxt^xXT^STP °3 pa^oaCqns 
sbm a^nqxTui uopoeea aqj, -s;mon z JO J D o 00I 4^ pajaxq.s sbm 

auxmexAma (xAuxzBjtadxd-x) -2 jo 6 fr-gx PUB x ax^uiBxa X^T3 
-uaaajan ut paux^qo axozBxin-e # i- (xAuoqapoAxoqqa) -fr- [ouxure 
- (XAozuaqAxoq^auixp-fr '£) -n] -2 jo £> CTOT lo aanqxxui v 

aq.nax^ui axozexqi-e 'x- [xAuoqaeoouxuiBxAqqa 
- (xAuxzHjadxd-x) -2] -fr- [ouxure ( xAozuaqAxoq^auixa-^ 'E) -N] - 2 

23 axdurexa 
•(VHT)L6 - £ ' (m'HZ) MP'HDTT - /- 

'(s'hdis'9 '(s'He)L8*e '(s'He)98"e / (& / H2)2e'e 

' (s 'H2) £,T - £ '(S'H9)eC'Z '(b'H2)frZ.'T : 2 ( 9 P-OSHQ) HNN-H r 

S69T '68ee : t _uio (^aH)HI 

( + Hw)e6e ■ (z/ui'hv^) sw 

aq.pa^uinj axoz^xtn-£ 'x- [xAuoqjeoouxuuis (xAdoad 
-ouxuiBxAqqauixp-e) ] -fr- [ouxuie (xAozuaqAxoqq.auixa-fr '£) -N] -2 

X2 ax^urexa 

(^q'HT) ZZ " 21 ' (ui / HT)9L"8-eZ.-8 ' (ui 'HI ) 99 # 8 
-ES*8 ' ( s 'HI) 88 * L '(S'HT)8fr'L Ms'HDZ.8'9 '(s'He)S(Tfr 

- 81^ - 



>jn • OD • unsS uisi j-AVAiM// : d;;q 
•p;q suopBDiunuiui03 un<§ Suisra Aq paqddns uopiqsireax 



6I99£/960AV 



Translation Supplied by Rising Sun Communications Ltd. 
http://www.risingsun.co.uk 



- 49 - 

IR(KBr)cm _1 : 3568, 3550, 3416, 1668 

J H-NMR(DMSO-d 6 )8: 2 . 49-2 . 63 ( 4H,m) , 3 . 07-3 . 10 <2H,m) , 3.31- 
3.46<6H,m) , 3.86 (3H, s) , 3.87 (3H, s) , 6.02 (2H, s) , 
7.12<lH,d), 7.72-7.83(4H,m) , 8.47(lH,br), 12 . 50 ( 1H, br ) , 
13. 00-14. 00{2H,br) . 
Example 23 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [2- (4-methyl-l- 
piperazinyl) ethylaminocarbonyl] -1, 3-thiazole hydrochlo- 
ride 

In 30 ml of formic acid, 2.0 g of the compound ob- 
tained in Example 22 in the form of a free base was dis- 
solved. To the resulting solution, 950 mg of 35% formalde- 
hyde was added, followed by stirring at 80°C for one hour. 
After allowed to cool down, the reaction mixture was sub- 
jected to distillation under reduced pressure. To the 
residue, 20 ml of ethanol was added, followed by the addi- 
tion of a 4M hydrochloric acid - dioxane solution. The 
crystals so precipitated were collected by filtration. The 
crystals so obtained were recrystallized from methanol, 
whereby 1.6 g of the title compound was obtained. Yield: 
59%. 

MS(FAB,m/z) : 434 (MH 4 ) 

IR(KBr) cm" 1 : 3280, 3200, 1655 

2 H-NMR(DMSO-d 6 )6: 2.83(3H,s), 3 . 38-3 . 71 ( 12H, m) , 
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lected by filtration, followed by recrystallization from 
ethanol, whereby 650 mg of the title compound was obtained. 
Yield: 27%. 

MS ( FAB / m/ z ) : 464 (MH + ) 

IR(KBr) cm" 1 : 3300, 3225, 1676 

J H-NMR (DMSO-de) 5: 2 . 38-2 . 53 ( 12H,m) , 3 . 19-3 . 51 <5H,m) , 
3.86(3H,s), 3.87(3H,s), 7.09<lH,d), 7 . 52-7 . 77 { 4H, m) , 
11.00-11.50 (lH,br) , 13.00-14.00 (3H,br) . 
Example 25 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [2- [ (2- 
thiazolidinidene) imino] ethylaminocarbonyl] -1, 3-thiazole 
A mixture of 5 g of the compound obtained in Example 2 
in the form of a free base and 5.7 g of 2-methylthio- 

thiazoline was stirred at 150°C for one hour. After the 
reaction mixture was allowed to cool down, 50 ml of metha- 
nol was added. The crystals so precipitated were collected 
by filtration, whereby 3.63 g of the title compound was ob- 
tained. Yield: 58%. 

MS (FAB,m/z) : 436 (MH V ) 

IR(KBr)cm _1 : 3400, 3000, 1642 

J H-NMR (CH 3 OD) 5 : 3.56-3.66 (6H,m) , 3.94 (6H,s) , 4.01 <2H, t) , 
7.10(lH,d), 7.63(lH,d), 7.69(lH,dd), 7.82(lH,s). 

In a similar manner to Example 25, compounds of Exam- 
ple 26 to 28 were prepared. 
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i H-NMR(DMSO-d 6 )5: 3.17(lH,s), 3.31(2H,m), 3 . 40 (2H, brs) , 
3.57{4H,s), 3.78(3H,s), 3.79(3H,s), 6.92(lH,d), 
7.26(lH,s), 7.68(2H,m), 8.31(lH,br). 
Example 29 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (4-dimethylamino- 
butyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 

To 5 g of the compound obtained in Referential Example 
1, 13.1 g of 1, 4-butanediamine was added, followed by stir- 
ring at 100°C for 2 hours. The reaction mixture was sub- 
jected to distillation under reduced pressure. To the 
residue, water was added. The resulting mixture was ex- 
tracted with a mixed solution of chloroform and methanol, 
followed by drying through molecular sieves. The solvent 
was then distilled off, whereby 4.5 g of 2-[N-(3,4- 
dimethoxybenzoyl) amino] -4- [ (4-aminobutyl) aminocarbonyl] - 
1,3-thiazole was obtained. 

Then, the compound so obtained was dissolved in 45 ml 
of formic acid. Under ice cooling, 2.3 g of a 35% aqueous 
solution of formaldehyde was added to the resulting solu- 
tion, followed by reflux for one hour. After the reaction 
mixture was subjected to distillation under reduced pres- 
sure, the residue was neutralized with an aqueous solution 
of sodium bicarbonate, followed by extraction with a mixed 
solution of chloroform and methanol. The extract was dried 
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tained were combined and were stirred at 100°C for one 
hour. The reaction mixture was poured into an ice water 
and the crystals so precipitated were collected by filtra- 
tion. The crystals so obtained were recrystallized from 
isopropyl alcohol, whereby 1.4 g of the title compound was 
obtained. Yield: 74%. 

MS(FAB,m/z) : 410 (MH + ) 

IR(KBr) cm' 1 : 3316, 1727, 1655 

J H-NMR(CDC1 3 )5: 2.35(6H,s), 2.73(2H,t), 3.92(3H,s), 
3.99(3H,s), 4.10(3H,s), 4.46(2H,t), 6.58(lH,s), 
7.77(lH,s), 7.86(lH,t), 11 . 14 ( lH,brs) . 

In a similar manner to Example 30, compounds of Exam- 
ple 31 to 33 which will be described later were prepared. 
Example 31 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diethylamino- 
ethoxy) carbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 438 (MH + ) 
IRfKBrJcirf 1 : 3308, 1721, 1659 

2 H-NMR(CDC1 3 )5: 1.07(6H,t), 2.63(4H,q), 2.86(2H,t), 
3.92(3H,s), 3.98(3H,s), 4.09(3H,s), 4.42(2H,t), 
6.58(lH,s), 7.77(lH,s), 7.83(lH,s), 11 . 13 ( 1H, brs ) . 
Example 32 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethoxy) carbonyl] -1, 3-thiazole 
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IR(KBr) cm" 1 : 3393, 2955, 1655, 1526, 1296 
J H-NMR(DMSO-d 6 )5: 2.80{3H,s), 2.82(3H,s), 3.26(2H,q), 
3.68(2H,q), 3.80(3H,s), 3.82(3H,s), 4 . 40- 6 . 40 (4H, br ) , 
6.83(lH,s), 7.53(lH,s), 7.98(lH,s), 8.43(lH,t), 
10.59 (lH,brs) . 
Example 35 

2- [N- (4, 5-Dimethoxy-2-nitrobenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z): 424 (MH + ) 

IR(KBr)cm _1 : 3428, 1663, 1549, 1522, 1298 
J H-NMR ( DMSO-ds ) 5 : 2.20(6H,s), 2.43(2H,t), 3.37(2H,q), 
3.93(6H,s), 7.36(1H,S), 7.70(2H,m), 7.84<lH,s). 
Example 36 

2- [N- (2-Bromo-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole 
MS (FAB,m/z) : 457 (MH + ) 

IRfKBrJcitf 1 : 3410, 1672, 1657, 1545, 1507, 1269 
I H-NMR(CDC1 3 )5: 2.22(6H,s), 2.57(2H,t), 3.54 (2H,q), 
3.91(3H,s), 3.94(3H,s), 7.09(lH,s), 7.36(lH,s), 
7.57(lH,t), 7.76<lH,s) . 
Example 37 

2- [N- (4, 5-Dimethoxy-2-hydroxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole 
MS (FAB,m/z) : 395 (MH + ) 
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In addition, 11.7 g of the title compound was dis- 
solved in isopropyl alcohol. A hydrochloric acid gas was 
blown into the resulting solution under ice cooling. The 
crystals so precipitated were collected by filtration, fol- 
lowed by recrystallization from a mixed solvent of isopro- 
pyl alcohol and water, whereby 14.0 of the hydrochloride of 
the title compound was obtained. 
Example 39 

2- [N- (4, 5-Dimethoxy— 2-dimethylaminobenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

MS ( FAB, m/ z ) : 422 (MH + ) 

IR(KBr) cm"" 1 : 3410, 1526, 1422, 1339, 1294 
J H-NMR(DMSO-d 6 )8: 2.81(3H,s), 2.83(3H,s), 3.12(6H,s), 
3.28(2H,q), 3.68(2H,q), 3.94(3H,s), 4.80<3H,s), 
7.49(lH,s), 7.67(lH,s), 8.05<lH,s), 8 . 99 ( 1H, brs ) , 
10.76 <lH,brs) . 
Example 40 

2- [N- (4, 5-Dimethoxy-2-methylbenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 393 (MH + ) 

IRfKBrJcnf 1 : 3474, 2983, 1674, 1561, 1271, 1146 
I H-NMR(CDC1 3 )5: 2.15(6H,s), 2.50(3H,s), 2.55(2H,t), 
3.53(2H,q) / 3.91(3H,s) / 3.93(3H,s), 6.76(lH,s), 
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11.67 (1H,S) . 
Example 44 

2- [N- (3-Methoxybenzoyl) amino] -4- [ (2-dimethylaminoethyl) 
aminocarbonyl] -1, 3-thiazole dihydrochloride 
IR(KBr)cm _1 : 3400, 3200, 2966, 2689, 1690, 1670, 1580, 
1560, 1520 

1 H-NMR (DMSO-d 6 ) 5 : 2.80(3H,s>, 2.82(3H,s), 3.26(2H,q), 
3.68(2H,q), 3.86(3H,s), 6 . 91 ( 1H, brs ) , 7 . 71-7 . 24 (lH,m) , 
7.47(lH,t), 7.65-7.70(2H / m), 8.01(lH,s), 8.39(lH,t), 
10.68 (lH,brs) , 12 . 84 (lH,brs) . 
Example 45 

2- [N- (3-Chlorobenzoyl) amino] -4- [ (2-dimethylaminoethyl) - 
aminocarbonyl] -1, 3-thiazole maleate 
IR(KBr)cm -1 : 3300, 1669, 1659, 1541 

J H-NMR(DMSO-d 6 )5: 2.83(6H,s), 3.24 (2H,t), 3 . 31 (3H, brs) , 
3.63 (2H,m) , 6.02(2H,s), 7.60(lH,t), 7.72{lH,m), 
7.93(lH,s), 8.04(lH,m), 8.15(lH,m), 8.21(lH,t). 
Example 4 6 

2- [N- (4-Methoxybenzoyl) amino] -4- [ (2-dimethylaminoethyl) 
aminocarbonyl] -1, 3-thiazole dihydrochloride 
IR(KBr)cm _1 : 3400, 3150, 3050, 2950, 2700, 1670, 1655, 
1603 

'H— NMR (DMSO— de) 6: 2.80 (3H, s) , 2.82 (3H,s), 3.25 (2H,q), 
3.68(2H,q), 3.85(3H,s), 4.68(lH,s), 7 . 05-7 . 15 (2H,m) , 
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3,19-3.58 (4H,m) , 3 . 59-3 . 76 (2H,m) , 3.97(3H,s) , 
6.82 (1H, s) , 7.87 (1H, s) , 7.90 (1H, s) , 8 . 53-8 . 68 ( lH,m) , 
9.09-9.23(1^10), 11.28<lH,s), 11.41 <1H, s) . 
Example 50 

2- (N- (2-Hydroxy-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl ] -1, 3-thiazole 
1 H-NMR{CDC1 3 >5: 1.22(12H / d) / 2 . 88-2 . 91 ( 2H, m) , 
3.25-3.31 (2H / m) , 3 . 61-3 . 65 (2H / m) , 3.82 (3H, s) , 
6.41-6.50 (2H,m) , 7.69(1*1,5), 7 . 81-7 . 84 (lH,m) , 
8.07 (lH,d) , 10.82 <1H, s) , 11.43 (lH,s) . 
Example 51 

2- [N- (2, 5-Dimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS (EI,m/z) : 378 (M + ) 
IR (KBr ) cm" 1 : 3305, 1661 

i H-NMR(DMSO-d 6 )5: 2.84 (6H,s), 3.26(2H,t), 3.61 (2H,q), 
3.79 (3H, s) , 3.96 (3H, s) , 6.02 (2H, s) , 7.18-7.43 (3H,m) , 
7.91 (lH,s) , 8.43 (1H, t) , 8 . 50-11 . 00 (2H, br ) , 
11.63(lH,brs) . 
Example 52 

2- [N- (2, 6-Dimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS (EI,m/z) : 318 <M + ) 
IRfKBrJcirf 1 : 3303, 1661, 1599 
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2 H-NMR(CD 3 OD)8: 3.20(6H,s), 3.88<3H,s), 3.91(3H,s), 
3.99(4H,s), 6.99(lH,d), 7.59(lH,s), 7 . 80 (lH,dd) , 
7.84 (lH,d) . 
Example 56 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (2-isopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
J H-NMR(CDC1 3 )5: 1.42(6H,d), 3 . 2 6-3 . 39 (2H, m) , 
3.45-3.51(lH,m), 3 . 68-3 . 79 (2H,m) , 3.89(3H / s) / 
3. 93 (3H, s) , 6.2 6 (2H, s) , 6.94-6. 97 (lH,m) , 7. 58 (1H, s) , 
7.59(lH,s), 7.93(lH,d), 8 . 84-8 . 91 ( 1H, m) , 9.39(2H / s) / 
U.lOdH/S) . 
Example 57 

2- [N- (4-Hydroxy-3-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

2 H-NMR(DMSO-d 6 )6: 1 . 30-1 . 37 ( 12H, m) , 3.16-3.20 (2H,m) , 
3.59-3.67 (4H,m) , 3.82(lH,s), 3.87(3H,s), 6.91- 
6.94(lH / m) / 7.61-7.65(lH,m) , 7.72(lH,s), 7.91(lH,s), 
8.40-8.45(lH,m) , 9 . 97-9 . 99 (2H, m) , 12.55<lH,s). 
Example 58 

2- [N- (3-Hydroxy-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

'H-NMRCDMSO-djS: 1 . 30- 1 . 37 ( 12H, m) , 3 . 13-3 . 18 (2H, m) , 
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IR(KBr)cra~ l : 3300, 1675, 1665, 1605, 1555, 1534 
3 H-NMR(CD 3 OD)S: 1 . 45-2 . 05 ( 6H, m) , 2 . 90-3 . 10 (2H,m) , 
3.41(2H,t), 3.63-3.81 (4H,m) , 3.93(6H,s), 6.26(2H,s), 
7.10(lH,d), 7.61(lH,d), 7.69(lH,dd), 7.84(lH,s). 
Example 62 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (2-pyrrolidon-l- 
yl) ethyl] aminocarbonyl] -1, 3-thiazole 
IR(KBr)cm _1 : 3411, 1684, 1650, 1603 

I H— NMR ( DMSO-d6 ) 8 : 1 . 91 (2H, quint) , 2.18 (2H,t), 
3.30-3.50{6H,m) , 3.85{3H,s), 3.87(3H,s), 7.11(lH,d), 
7.70-7.80(2H,m) , 7.83(lH,s), 7.91(lH,t), 12.63(lH,s). 
Example 63 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (2-piperidon-l- 
yl) ethyl] aminocarbonyl] -1, 3-thiazole 
iR(KBr)cm _1 : 3450, 1650, 1613, 1551, 1518 

3 H-NMR ( DMSO-d6 ) 8 : 1 . 60-1 . 80 (4H,m) , 2.18(2H,t), 
3.25-3.40 (2H,m) , 3 . 40-3 . 50 (4H,m) , 3.85(3H,s), 
3.87(3H,s), 7.11(lH,d), 7 . 70-7 . 79 (3H,m) , 7.80(lH,s), 
7.95 (lH,brs) . 
Example 64 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (2-guanidino- 
ethyl) aminocarbonyl] -1, 3-thiazole hydrochloride 
MS(FAB,m/z) : 393 (MH + ) 

IR(KBr)cm _1 : 3160, 1663, 1603, 1565, 1532 
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a H-NMR(DMSO-d 6 )5: 2 . 82 ( 6H, s) , 3.24 (2H,t), 3.58 (2H,q), 
3.82(3H,s), 3.89(3H,s), 3.99(3H,s), 6.01(2H,s), 
7.03(lH,d), 7.65(lH,d), 7.89(lH,s), 8.44(lH,t), 
9.25 (2H,brs) , 11.56(1H, s) . 
Example 68 

2- [N- (2, 3, 5-Trimethoxybenzoyl) amino] -4- [ { 2 -dime thy 1- 

aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 

MS (EI,m/z) : 348 (M + ) 

IR(KBr) cm' 1 : 3306, 1667, 1607 

J H-NMR(DMSO-d 6 )8: 2.83(6H,s), 3.25(2H,t), 3.61(2H,q), 
3.80(3H,s), 3.81(3H,s), 3.87(3H,s), 6.02(2H,s), 
6.85(1^(1), 6.88(1^(1), 7.92(lH,s), 8.37(lH,t) / 
9.00-9.50 (2H,br) , 11 . 98 (1H, brs) . 
Example 69 

2- [N- (2, 3, 6-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS (E~I,m/z) : 348 (M + ) 
IR(KBr)cm _1 : 3000, 1682, 1650 

*H-NMR ( DMSO-d6 ) 5 : 2.82(6H,s), 3.23(2H,t), 3.61(2H,q), 
3.72(3H,s), 3.74(3H,s), 3.80(3H,s), 6.02(2H,s), 
6.80(lH,d), 7.11(lH,d), 7.87(lH,s), 8.15(lH,t), 
8.80-10.00 (2H,br) , 12.51 (lH,brs) . 
Example 70 

2- [N- (2, 4, 6-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
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2 H-NMR(DMSO-d 6 )5: 1.30<9H,s), 2 . 98-3 . 09 (2H, m) , 
3.17 (1H, s) , 3.53-3.70 (2H,m) , 3.78 (3H, s) , 3.93 (3H, s) , 
4.08(3H,s), 6.89(lH,s), 7.50(lH,s), 7.90(lH,s), 8.49- 
8.63(lH,m), 8.82-9.00(2H,m), 11.32(lH,s). 
Example 7 4 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (3-diisopropyl- 
aminopropyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 
MS(FAB,m/z) : 479 <MH + ) 

IR(KBr) cm" 1 : 3410, 1674, 1663, 1611, 1584, 1553, 1520 
^H-NMRCCDClaJS: 1.27-1.34 (12H,m) , 2 . 00-2 . 06 (2H, m) , 
3.06-3.10 (2H,m) , 3 . 29-3 . 36 (2H,m) , 3 . 56-3 . 62 <2H, m) , 
3.78 (3H, s) , 3.93 (3H, s) , 4.07 (3H, s) f 6.88 (lH,s) , 
7.49(lH,s) , 7.87 (lH,s) , 8.47 (lH,brs) , 9.92 (2H,brs) , 
11.33 (lH,s) . 
Example 75 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ [N- (2-diethyl- 
aminoethyl) -N-methyl ] aminocarbonyl] -1, 3-thiazole maleate 
IR (KBr ) cm" 1 : 3400, 3320, 1640, 1625 

J H-NMR(CDC1 3 )5: 1.23(6H,t), 3.14{3H,s), 3.15(2H,q), 
3.29 (2H, t) , 3.76 <3H, s) , 3.77 (4H,q) , 3.92 (3H, s) , 
4.03(3H,s), 6.02(2H,s), 6.86{lH,s), 7.49(lH,s), 
7.65(lH,s) , 9.50(2H,brs) , 11.26(lH,s) . 
Example 7 6 

2- [ [N-Methyl-N- (2,4, 5-trimethoxybenzoyl) amino] -4- [ (2- 
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Example 79 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-di-n-butyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 
MS (FAB, m/ z) : 493 (MH + ) 

IR(KBr) cm -1 : 3400, 1655, 1615, 1578, 1561 
2 H-NMR(CDC1 3 )5: 0 . 93-0 . 99 ( 6H, m) , 1,33-1.47 (4H,m) , 

I. 77-1.88 (4H,m) , 3 . 11-3 . 15 (4H,m) , 3 .39-3. 41 (2H,m) , 
3.92(3H / s), 3.98(2H,brs) , 3.99(3H,s), 4.21(3H,s), 
6.58 (1H, s) , 7.71 (1H, s) , 8.06 (1H, s) , 8.93 (lH,brs) , 

II. 61 (2H,brs) , 11 .76 (lH,brs) . 
Example 80 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diisobutyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole hydrochloride 
MS (FAB,m/z) : 493 (MH + ) 
IR(KBr)cm" 1 : 3650, 1559, 1541, 1509 

J H-NMR(DMSO-d 6 )5: 0 . 99-1 . 05 (12H, m) , 2 . 09-2 . 19 (2H, m) , 
3.01-3.05(4H,m), 3 . 31 (2H, brs) , 3 . 69-3 . 71 (2H,m) , 
3.79(3H,s), 3.93(3H,s), 4.07(3H,s), 6.89(lH,s), 
7.50 (1H, s) , 7.94 (lH,s) , 8.78 (1H, s) , 9.55 (1H, s) , 
11.31 (lH,s) . 
Example 81 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-dicyclo- 
hexylaminoethyl) aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 545 (MH + ) 
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2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-isopropyl- 
N-n-butylamino) ethyl] aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

1 H-NMR (CDCI3) 5 : O.MO^t), 1.05(6H / d) / 1 .33-1 .47 (4H,m) , 

I. 83-2.02 (2H / m) # 2 . 45-2 . 51 (2H,m) , 2 . 63-2 . 68 (2H,m) , 
3.01-3. 06 (lH,m) , 3 . 44-3 . 4 9 (2H, m) , 3.93(3H,s) , 
3.99(3H,s), 4.16(3H,s), 6.59(lH,s), 7.74<lH,s), 
7.79(1H, s) , 7. 72-7.79 (lH,m) , 9. 86-9 . 98 (2H / m) , 

II. 07 (lH,s) . 
Example 85 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -5-chloro-l, 3-thiazole dihydro- 
chloride 

I H-NMR(DMSO-d 6 )5: 1 . 30-1 . 37 ( 12H, m) , 3 . 10-3 . 28 (2H,m) , 
3.53-3.89(4H,m) , 3.78(3H,s), 3.93(3H,s), 4.07(3H / s) / 
6.88(lH,s), 7.46(lH,s), 8 . 67-8 . 80 (lH,m) , 9.76- 
9.94~(2H,m), 11.42(lH,s). 
Example 86 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -5-methyl-l, 3-thiazole dihydro- 
chloride 

1 H-NMR(DMSO-d 6 )8: 1 . 29-1 . 36 (12H, m) , 2.68 (3H,s), 
3.16-3.24 (2H / m) , 3.52-3.61 (4H,m) , 3.78 (3H, s) , 
3.92(3H / s) / 4.08(3H,S), 6.88(lH,s), 7.50(lH,s), 8.54- 
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IR (KBr) cm" 1 : 3322, 1655 

J H-NMR(DMSO-d 6 )6: 2.40(3H,s), 2.76(6H,s) / 2.83- 
2.95(2H,m), 3 . 15-3 . 20 (2H, m) , 3 . 43-3. 46 (4H,m) , 
3.50 (4H,brs) , 3.78(3H,s), 3.93(3H,s), 4.07(3H,s), 
6.12(4H,s), 6.89(1H,S), 7.50(lH,s), 7.84(lH,s), 
8.29(lH,t), 11.26(1H,S). 
Example 90 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- (3, 4- 
dimethoxybenzyl ) -N-isopropyl amino] ethyl] aminocarbonyl] - 
1, 3-thiazole 

IR(KBr)cm -1 : 3339, 1671, 1658, 1611 

J H-NMR(CDC1 3 )5: 1.08 (6H,d), 2.69(2H, t), 2 . 95-3 . 05 (lH,m) , 
3.44(2H,q), 3.59(2H,s), 3.79(3H,s), 3.81(3H,s), 
3.93(3H,s), 3.99(3H,s), 4.02(3H,s), 6.57(lH,s), 
6.78(lH,d), 6.92(lH,dd), 6.98(lH,d), 7.74(lH,s), 
7.74-7.79(lH,m) , 7.79{lH,s), 11.09(lH,s). 
Example 91 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- [2- (3, 4- 
dimethoxyphenyl ) ethyl] -N-isopropylamino] ethyl] - 
aminocarbonyl] -1, 3-thiazole hydrochloride 
IR(KBr) cm" 1 : 3450, 1675, 1600, 1609 

: H-NMR (DMSO-dg) 5: 1.32 (6H,t), 3.07 (2H,t), 3.11- 
3.40(4H,m), 3 . 70-3 . 80 (4H, m) , 3.71(3H,S), 3.75(3H,s), 
3.79(3H,s), 3.93(3H,s), 4.08(3H,s), 6 . 79-6 . 93 (3H, m) , 
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J H-NMR(DMSO-d 6 )5: l.ll(12H,d), 1.31 (3H,t), 1.38(3H,t) f 
2.75-2.85 (2H,m) , 3 . 18-3 . 35 (2H, m) , 3 . 35-3 . 45 {2H, m) , 
3.80(2H,brs) , 4.02(2H,q), 4.04(3H / s) / 4.20(2H,q), 
6.59(2H,s), 6.85(lH,s), 7.49(lH,s) / 7.83(lH,s), 
8.37 (lH,brs) , 11.29(lH,s). 
Example 95 

2- [N- (2-Benzyloxy-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole 
IR (KBr ) cm" 1 : 3318, 1671, 1647, 1607 

'H-NMRfCDClsjS: 2.32 (6H,s), 2.54 (2H,t), 3.55 (2H,q), 
3.93(3H,s), 3.94{3H,s), 5.33(2H,s), 6.65(lH,s), 
7.25(lH,brs) , 7 . 42-7 . 57 (5H,m) , 7.72(lH,s), 7.78{lH,s), 
11.19 (1H, s) . 
Example 96 

2- [N- (2-Hydroxy-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
isopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

MS(FAB,m/z): 409 (MH + ) 

IR(KBr)cm _1 : 2976, 1647, 1560, 1269, 1213 

J H-NMR(DMSO-d 6 )5: 1.23(6H,d), 3 . 07 (2H, brs) , 3.33(lH,dt), 
3.55-3. 62 (2H,m) , 3.77(3H,s), 3.81(3H,s), 6.89(lH,s), 
7.50(lH,s), 7.90(lH,s), 8 . 64-8 . 70 (3H, m) , 11.80(lH,s), 
12.02 (2H,brs) . 
Example 97 
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MS (FAB,m/z) : 451 (MH + ) 

IRfKBrJcnf 1 : 2980, 1672, 1641, 1600, 1265, 1213 
J H-NMR(DMSO-d 6 )5: 0.93(3H,t), 1.27(6H,d), 1 . 75 (2H,dt) , 
2.98-3.16 (3H,m) , 3 . 23-3 . 30 (lH,m) , 3 . 62-3 . 66 (3H, m) , 
3.77(3H,s), 3.81(3H,s), 6.91(lH,s), 7.49(lH,s), 
7.90(lH,s), 8.76(lH,t), 9, 85 ( 1H, brs) , 11.79(lH,s), 
12.02(2H / brs) . 
Example 100 

2- [N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
IR (KBr ) cm" 1 : 3386, 3291, 1647, 1607, 1527 
2 H-NMR(DMSO-d 6 )5: 2.83 (6H, s) , 3.24-3.33 (4H,m) , 
3.50-3.61 (2H,m) , 3.80(3H,s) , 3.97 (3H, s) , 6.01 (2H,s) , 
6.74(lH,s), 7.53(lH,s), 7.87(lH,s), 8 . 50-8 . 70 (1H, m) , 
10.30(lH,s) , 11.16(lH,s) . 
Example 101 

2- [N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
isopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

IR(KBr) cm" 1 : 3308, 1674 

*H-NMR ( DMSO-d6 ) 5 : 1.24 (6H,d), 3 . 00-3 . 13 ( 2H, m) , 
3.26-3.38 (lH,m) , 3 . 56-3 . 66 (2H, m) , 3.80(3H,s), 
3.90-4.10(lH,m) , 3.98(3H,s), 6.78(lH,s), 7.52(lH,s), 
7.89 (lH,s) , 8.59 (1H, t) , 8 . 70-8 . 95 ( 2H, br) , 11.22 (lH,s) . 
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1 H-NMR(DMSO-d 6 )6: 1.29(12H,d), 3 . 10-3 . 75 ( 8H, ra) , 
3.80(3H,s), 3.97(3H,s), 6.03(2H,s), 6.74(1H,S), 
7.52(lH,s), 7.89(lH,s), 8 . 56 (lH,brs) , 10.32(lH,s), 
11.17 (1H,S) . 
Example 105 

2- [N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ [2- (N- 
isopropyl-N-n-propylamino) ethyl] aminocarbonyl] -1, 3- 
thiazole dihydrochloride 

IR(KBr) cm -1 : 3400, 3200, 1686, 1665, 1617, 1553 
J H-NMR(DMSO-d 6 )5: 0.93 (3H,t), 1.27 (3H,d), 1.28 (3H,d), 
1.73-1.82 (2H,m) , 3 . 00-3 . 17 (4H, m) , 3 .20-3 . 35 (lH,m) , 
3.57-3.78 (2H,m) , 3.80(3H,s), 3.98(3H,s), 6.00- 
6.30(2H,br), 6.79(lH,s), 7.52(lH,s), 7.89(lH,s), 
8.70(lH,t), 10.20 (lH,brs) , 11.22(lH,s). 
Example 106 

2- [N- (5-Hydroxy-2, 4-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
maleate 

IR(KBr)cm _1 : 3650, 3200, 1663, 1541 
J H-NMR(DMSO-d 6 )8: 1.30(12H,d), 3 . 19 (2H, brs) , 
3.33 (2H,brs) , 3 . 56 (2H,brs) , 3 . 68 {2H, brs) , 3.92(3H,s), 
4.04(3H,S), 6.02(2H,s), 6.84(lH,s), 7.42(lH,s), 
7.88(lH,s), 8.55 (lH,brs) , 9.15(lH,s), 11.22(lH,s). 

Example 107 
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90°C for 3 hours. After the reaction mixture was allowed 
to cool down, 100 ml of toluene was added thereto. The 
crystals so precipitated were collected by filtration, fol- 
lowed by drying, whereby 3.33 g of the title compound was 
obtained. Yield: 91%. 

J H-NMR (DMSO-dg) 5: 1.31 (6H,d), 1.35(6H,d), 3 . 19 (2H,brs) , 
3.59-3.69(4H,m) , 3.83(3H,s), 3.87(3H,s), 6.91(lH,s), 
7.42(1H,S), 7.91(lH,s), 8,44(lH,t), 10 . 07 ( 1H, brs ) , 
12.49(lH,s) . 
Example 110 

2- [N- (2-Chloro-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

'H-NMMCDClsJS: 2.27 (6H,S), 2 . 52-2 . 57 (2H,m) , 
3.51-3.55 (2H,m), 3.94(3H,s), 3.96(3H,s), 6.93(lH,s), 
7.53{lH,s), 7.55(lH,s), 7.79(lH,s), 10 . 50 (3H,brs) . 
Example 111 

2- [N- (2-Chloro-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl ) aminocarbonyl ] -1 , 3-thiazole dihy- 
drochloride 

i H-NMR(CDCl 3 )5: 1 . 44-1 . 53 (12H,m) , 3 . 39-3 . 50 (2H,m) , 
3.48-3.82(4H,m), 3 .71-3. 93 (2H,m) , 3.95{3H,s), 
4.02(3H,S), 6.90-7.02 (lH,m) , 6.96(lH,s), 7.57(1H,S), 
8.38{lH,s), 9.60-9.75(lH,m) , 10 . 10-10 . 37 (lH,m) , 13.46- 
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5.75(4H,m), 6.82(lH,s), 7.52(lH,s), 7.93(lH,s), 
8.50(lH,t), 10.15(lH,s). 
Example 115 

2- [N- (4, 5-Dimethoxy-2-fluorobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
maleate 

MS (FAB,m/z) : 453 (MH + ) 
IR(KBr)cm" 1 : 1662, 1545, 1354, 1273 
I H~NMR (DMSO-d 6 ) 5 : 1 .29 (12H, d) , 3 . 1 9 (2H, brs) , 
3.55(2H,brs) , 3 . 67 (2H,brs) , 3.82(3H,s), 3.86(3H,s), 
6.02(2H,s), 7.07(lH,d), 7.31(lH,d), 7.92(lH,s), 
8.39<lH,brs) , 8.56(2H,brs) , 12.11(lH,s). 
Example 116 

2- [N- (4-Amino-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole fu- 
marate 

2 H-NMR (DMSO-de) 8 : 1 . 07-1 . 12 ( 12H, m) , 2 . 72-2 . 76 (2H, m) , 
3.17-3.22 (2H,m) , 3 . 31-3 . 42 (2H,m) , 3.80(3H,s), 
3.95<2H,s), 4.01(3H,s), 5.95(lH,s), 6.59(2H,s), 
6.78(lH,s), 7.39(lH,d), 7.77(lH,d), 8 . 31-8 . 33 ( 1H, m) , 
8.81 (lH,s) , 11.14 (1H,S) . 
Example 117 

2- [N- (2, 5-Dimethoxy-4-formylaminobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
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diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

J H-NMR {CDCI3) 5 : 1.43(6H,d), 1.53(6H,d), 3 . 15-3 . 30 (2H / m) , 
3.50-3.65 (2H / m) , 3 . 90-4 . 05 (2H, m) , 3.94 <3H,s) , 
4.17(3H / s) / 7.29(lH / s) / 7.81(lH,s), 7.82(lH,s), 
9.07(lH,brs) f 11.25(lH,brs) , 11.40(lH,s). 
Example 121 

2- [N- (4-Bromo-2-hydroxy-5-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

2 H-NMR(CDCl 3 +5%-CD 3 OD)5: 1 . 40-1 . 50 (12H,m) , 3.28 (2H,t), 
3.37-3.75<2H,m) , 3.88(2H,t), 3.95(3H,s), 7.37(lH,s), 
7.66(lH,s), 7.84<lH,s). 
Example 122 

2- [N- (4, 5-Dichloro-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

J H-NMR (CDCI3) 5: 1.43<6H,d), 1.52(6H,d), 3 . 20 (2H, brs) , 
3.57-3.64 (2H,m) , 3 . 90-4 . 00 (2H, m) , 4.21 (3H,s) , 
7.17(lH,s), 7.82(lH / s) / 8.35(lH,s), 9 . 10 ( 1H, brs) , 
11.21 (1H, s) . 
Example 123 

2- [N- (4, 5-Dichloro-2-hydroxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
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J H-NMR (DMSO-cU) 5: 1.32(6H,d), 1.35(6H / d), 2.19(3H,s>, 
3.17 (2H,brs) , 3.29 (2H,brs) , 3 . 50-3 . 75 (2H,m) , 3.96(3H,s), 
7.84(lH,s) / 7.91(lH,s), 7.92(lH,s), 8 . 61 ( 1H, brs) , 
9.65(lH,s), 10.01 (lH,brs) , 11.62(lH,s). 
Example 127 

2-[N- (2,4,5-Trimethoxybenzoyl)amino]-4-[ (2-[ (2- 
thiazolidinidene) imino] ethyl] aminocarbonyl ] -1, 3-thiazole 
MS(FAB,m/z): 466 (MH* ) 

IR(KBr) cm" 1 : 3432, 3289, 1669, 1609, 1545, 1516 
i H-NMR (CDCI3) 5 : 3.34-3.39 (2H,m) , 3 . 57-3 . 61 (2H,m) , 
3.64-3.76(2H,m) , 3.89(3H,s), 3 . 92-4 . 07 (5H,m) , 
4.15(3H,S), 6.60(lH,s), 7 . 76-7, 81 (3H, m) . 
Example 128 

2-[N-(2,4,5-Trimethoxybenzoyl)amino]-4-[ [2-(l- 
imidazolyl ) ethyl ] aminocarbonyl ] -1 , 3-thiazole 
MS {FAB,m/z) : 432 (MH + ) 

IR(KBr)cm _1 : 3537, 3424, 3308, 1653, 1611, 1541, 1518 
2 H-NMR(CDC1 3 )8: 3 . 73-3 . 79 (2H, m) , 3.92 (3H,s), 3.99(3H,s), 
4.13(3H,s), 4.21-4.25(2H,m) , 6.59(lH,s), 6.98- 
6.99(lH,m), 7.31 (lH,brs) , 7.53(lH,s), 7 . 77-7 . 79 (2H,m) , 
11.01 (1H,S) . 
Example 129 

2- [N- (4-Amino-2-hydroxy-5-methoxybenzoyl) amino] -4- t (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
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chloride 

^H-NMR (DMSO-cU) 5: 1.30-1.36 (12H,m) , 3.14-3.22 (2H,m) , 
3.40-3.71 (4H / m) , 4.09(3H,s), 4.13{3H,s), 7.00(lH,s), 
7.92(lH,s), 8.42(1H / S) / 8 . 55-8 . 64 { 1H, m) , 9.79- 
9.88(lH,m), 11.76(lH,s) . 
Example 133 

2- [N- (5-Amino-2, 4-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl ] -1, 3-thiazole dihy- 
drochloride 

I H-NMR (DMSO-de) 5 : 1 . 30-1 . 36 (12H / m) , 3.16 (2H, s) , 
3.2 9-3.42 (4H,m) , 3.52-3.73 (2H,m) , 4.05(3H,s) f 
4.11(3H,s), 7.01(lH f s) / 7.91(lH,s), 7.97(lH,s), 8.62- 
8.71 (lH,m) / 9.77-9. 8 9 (2H,m) , 11.43 (1H, s) . 
Example 134 

2- [N- (5-Formylamino-2, 4-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

2 H-NMR (DMSO-de) 5: 1 . 30-1 . 36 < 12H, m) , 3.10-3.23 (2H,m) , 
3.54-3.75 (4H,m) , 4.01 (3H f s) , 4.08 <3H, s) , 6.92(lH,s) , 
7.89(lH,s) , 8.28 (lH,s) , 8 . 64-8 . 68 (1H, m) , 8.72 (lH,s) , 
9.70(lH,s), 9.69-9.80(lH / m) , 11.35(lH,s). 
Example 135 

2- [N- (5-Acetylamino-2, 4-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
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7 . 75 ( 1H, s) / 7.78(lH,s), 7 . 91 (1H, dd) , 8.35(1^(1), 
8.85 (lH,d) , 9.81 (1H, s) , 12 . 52 <lH,brs) . 
Example 139 

2- [N- (3-Acetylamino-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

*H-NMR ( DMSO-ds ) 8 : 1 . 30-1 . 36 (12H,m) , 2.12(3H,s), 
3.17{2H,brs) , 3 . 60-3 . 75 (4H, m) , 3.93<3H,s), 7.21(lH,d), 
7.89-7.93 <lH,m) , 7.90{lH,s), 8.41(lH,t), 8.66(lH,s), 
9.31 (lH,s), 9.74 (1H, brs) , 12.60 (lH,s) . 
Example 140 

2- [N- (3-Methoxy-4-nitrobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

i H-NMR (DMSO-de) 6 : 1-32 (12H / brs) , 3. 19 (2H, brs) , 
3.64 {4H, brs) , 4.04(3H,s), 7.72(lH,d), 7 . 98-8 . 05 (2H,m) , 
8.40'(lH,s), 9. 70 (1H, brs) , 13 . 15 (2H, brs) . 
Example 141 

2- [N- (4-Amino-3-methoxybenzoyl) amino] -4- [ (2-diisopropyl- 

aminoethyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 

'H-NMRCDMSO-dsJS: 1 .30-1 .37 (12H / m) , 3.17 (2H,brs) , 

3. 60-3.90 (4H,m) , 3.90(3H,s), 5. 63 (3H, brs) , 6.91 (lH,d) , 

7.61(lH,d), 7.67(lH,s), 7.89(lH,s), 8 . 44 ( 1H, brs) , 

10. 15 (1H, brs) , 12.40 (1H, brs) . 
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2- [N- (4-Formylamino-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl ] -1, 3-thiazole 
J H-NMR(CDC1 3 )5: 1 . 08 (12H, d) , 2 . 68-2 . 73 (2H, m) , 
3.03-3.14 (2H,m) , 3 . 36-3 . 45 (2H,m) , 4.13(3H,s), 
6.86-6.90 (lH,m) , 7 . 69-7 . 74 (3H,m) , 8.01(lH,s), 
8.24-8.29(lH,m) , 8.48(lH,s), H.02(lH / s). 
Example 146 

2- [N- (4-Acetylamino-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

I H-NMR(DMSO-d 6 )5: 1 . 24-1 . 46 ( 12H,m) , 2.11 (3H,s), 
3.17{2H,s), 3.57-4.03 (6H,m) , 3.99(3H,s), 7.29- 
7.33(lH,m), 7.68{lH,s), 7 . 87-7 . 90 (2H, m) , 8.60- 
8.65(lH,m), 9.67£2H,s), 10.45(lH,s), 11.36(lH,s). 
Example 147 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [1- (4-dimethyl- 
amino) piperidinyl] carbonyl-1, 3-thiazole 
MS (FAB,m/z) : 419 (MH + ) 

IR(KBr)cm _1 : 1655, 1601, 1549, 1516, 1269 
i H-NMR(CDCl 3 )5: 1 . 41-1 . 56 (2H, m) , 1 . 75-1 . 95 (2H, m) , 
2.30(6H,s), 2.38-2.47 (lH,m) , 2 . 60-3. 15 (2H,m) , 
3.96(3H,s), 3.97(3H,s), 4 . 25-4 . 70 (2H, m) , 6.96(lH,d), 
7.43(lH,s) / 7.48-7.56(2H,m) , 9. 60 (1H, brs) . 
Example 148 
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2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ [4- (1- 
methylpiperidinyl) ] aminocarbonyl ] -1, 3-thiazole 
MS(FAB,m/z) : 435 (MH + ) 

IRfKBrJcnf 1 : 3519, 3357, 1655, 1611, 1538 
2 H-NMR(CDCl3)5: 1 • 61-1 . 75 (2H, m) , 2 . 03-2 . 24 (5H,m) , 
2.34(3H,s), 2.87-2.92(2H,m) , 3.93(3H,s), 3.99(3H,s), 
4.15(3H,s), 6.60(lH,s), 7 . 08 (lH,brd) , 7.76(lH,s), 
7,78 (lH,s), 11.03 (lH,brs) . 
Example 152 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ [ [2- (1- 

methylpiperidinyl) ] methyl] aminocarbonyl] -1, 3-thiazole 

dihydrochloride 

MS (FAB,m/z) : 449 (MH + ) 

IR(KBr)cm" x : 3185, 1665, 1607, 1551 

J H-NMR (DMSO-d 6 )5: 1 . 79-1 . 98 ( 6H, m) , 2 .80-2, 83 (3H,m) , 
3.05-3.55 (4H,m) , 3.79 (3H,s) , 3.93 (3H,s) , 4.10 (3H,d) , 
4.42"(lH,brs) , 6.88(lH,s), 7.50(lH,d), 7.89(lH,d), 
8.39(0.5H,d) , 8.69(0.5H,d) , 10.98 (0.5H,brs) , 
11.30(0.5H,brs) , 11 . 38 (2H, brs ) . 
Example 153 

2- [N- (4, 5-Dimethoxy-2-hydroxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) oxycarbonyl] -1, 3-thiazole hydro- 
chloride 

IR(KBr)cm _1 : 3185, 1665, 1607, 1551 
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ethyl) aminocarbonyl] -1, 3-thiazole hydrochloride 
i H-NMR (DMSO-de) 5: 1.31(6H,d), 1.34(6H,d}, 3.20 (2H,brs) , 
3.60-3.68 (4H,m) , 7.88(lH,dd), 7.99(lH,s), 8.48- 
8.52(2H / m) / 8.94(lH,dd), 9.63(lH,s), 13.21(lH,s). 
Example 157 

2- [N- (3-Aminobenzoyl) amino] -4- [ (2-diisopropylamino- 
ethyl) aminocarbonyl] -1, 3-thiazole 
J H-NMR (DMSO-de) 8: 0.98(12H,d), 2 . 51 (2H, brs) , 
2.99 (2H,brs) , 3 . 20-3 . 40 (2H, m) , 5.37(2H,s), 6.78- 
6.82{lH,m) / 7.14-7.22 (3H,m) , 7.78(lH,s), 7 . 82 ( 1H, brs) , 
12.43(lH,s) . 
Example 158 

2- [N- (3-Formylaminobenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole 
J H-NMR (DMSO-de) 5: 0.99(12H,d), 2 . 56 (2H, brs ) , 
3.00 (2H,brs) , 3 . 15-3. 35 (2H,m) , 7.50(lH,d), 7.70- 
7.91{4H / m) / 8.25(lH,s), 8.34(lH / s) / 10. 40 (1H, brs) , 
12.70<lH,brs) . 
Example 159 

2- [N- (3-Acetylaminobenzoyl) amino] -4- [ (2-diisopropyl- 

aminoethyl) aminocarbonyl] -1, 3-thiazole 

i H-NMR (DMSO-de) 5: 1.30(6H,d), 1.33(6H,d), 2.09(3H,s), 

3.10-3.25(2H,m) , 3 . 60-3 . 75 ( 4H, m) , 7.47(lH / dd) / 

7.73-7 .80 (2H,m) , 7 .93 (1H, s) , 8. 42 (1H, t) , 9.4 8 (lH,brs) , 
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1 H-NMR (DMSO-cU) 8: 0.99(6H,d), 1.03(6H,d), 2.09(3H,s) / 
2.51 (2H,brs) , 2 . 99 (2H,brs) , 3 . 15-3 . 30 <2H, m) , 7.73(lH,d), 
7.79(2H,s), 7.84 (lH,brs) , 8 . 03-8 . 07 (2H, m) , 10.28(lH,s), 
12.53 (lH,brs) . 
Example 164 

2- [N- (5-Formylamino-2-hydroxy-4-methoxybenzoyl) amino] -4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
J H-NMR ( DMSO-d6 ) 5 : 1.08 (6H,d), 1.10 (6H,d), 2.50- 
2.54 (2H,m) , 2 . 93-3 . 02 (2H,m) , 3 . 10-3 .25 (2H / m) , 
3.75(3H,s), 6.28(1H,S), 7.37(lH / s) / 7.98(lH,s), 
8.04 (lH,t), 8.09(1H,S), 8.17(lH,s), 8.77(lH,s), 
9.17 (1H,S) . 
Example 165 

2- [N- (5-Amino-2-hydroxy-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
1 H-NMR(DMSO-d 6 )5: 1.20(12H,d), 3 . 05-3 . 25 (2H,m) , 
3.30-3.50 (2H,m) , 3 . 61 (2H, brs) , 3.70(3H,s), 4 . 35 ( 1H, brs) , 
6.66(lH,s), 7.29(lH,s), 7.82(lH,s) / 8.66(lH,t), 
9.43 (2H,brs) , 11 .75 (lH,brs) . 
Example 166 

2- [N- (5-Acetylamino-2-hydroxy-4-methoxybenzoyl) amino] -4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
hydrochloride 

J H-NMR(DMSO-d 6 )8: 1.30(6H,d), 1.32(6H,d), 2.06{3H,s), 
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3,50-3.70 (4H,m) , 3.77(3H,s), 6 . 00 (2H, brs) , 6.77(lH,s), 
7.47(lH,s), 7.87(lH,s), 8 . 71 (1H, brs) , 9.74 (1H, brs) , 
11. 50-11. 80(2H,m) . 
Example 170 

2- [N- (2-Methoxy-4-nitrobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
I H-NMR(CDC1 3 )5: 1 . 08 { 12H, d) , 2 . 63-2 . 76 <2H, m) , 
2.98-3.18 (2H / m) , 3 . 39-3 . 53 (2H, m) , 4.25 (3H, s) , 
7.72(lH,s), 7.81(lH,s), 7 . 94-7 . 97 ( lH,m) , 8.01- 
8.04(lH,m) / 8.50-8.53 (lH,m) , 10.95(lH,s) . 
Example 171 

2- [N- (5-Chloro-4-formylamino-2-methoxybenzoyl) amino] -4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 

I H-NMR(DMSO-d 6 )8: 1 . 00-1 . 20 ( 12H, m) , 2 . 93 (2H, brs) , 
3.20-3.50 (4H,m) , 3.97(3H,s), 7.88(lH,s), 7.90(lH,s), 
8.25(lH f s), 8.35 (1H, brs) , 8.47(lH,s), 10.18(lH,s), 
11.62 (lH,s) . 
Example 172 

2- [N- (3-Nitrobenzoyl) amino] -4- [ (2-dimethylaminoethyl) - 
aminocarbonyl] -1, 3-thiazole hydrochloride 
J H-NMR(DMSO-d 6 )5: 2.55(6H,s) , 3 . 24-3 . 29 (2H, m) , 
3.56-3.71 (2H / m) , 7.87(lH,s), 8 . 03 ( 1H, s) , ■ 8 . 42 ( 1H, s ) , 
8.47-8.53 (2H,m) , 8.94(lH / dd) / 10 . 30 (2H, brs) . 

Structural formulas and melting points of the com- 
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!-'d / 
l-.U 

!-'d / 

>- 

!-Jd 
. I-'d 

!-'d' 

!-Jd v 


Z 


II 


II 


II 


03111-9 




? IIN-2 


MI 


I6T-96T 


Z 


H 


II 


II 


CPH-S 


03RI-I' 


2 0N-2 


£11 


(spuo|qoojp/4!p) 961-061 


2 


II 


H 


H 


03W-9 




-ifl-2 


ZTT 


(apuomoojpXi)!p) 69T-9fl 
(9puo|qoojpAi)!p) Z9T-691 


Z 
Z 


II 
II 


II 
11 


II 

11 


Q3W-9 

(ph-q 


0an-» 


70-Z 
70-Z 


TTI , 

on 


(apuo|4DOjp/q) o C2S-9 'ZZZ 


!-'d v 

!-'d / 
!-Jd N 

I-'d / 
Md' 

>- 


Z 


II 


H 


II 


03W-9 


03K-1' 


(PY-Z 


601 


(9puo|qoojpAi|!p) 961 -1-61 


2 


II 


11 


11 


03W-9 


HO-fr 


110-2 


80T 


(apuojqoojpAij) g -S92-E92 


2 


11 


11 


H 


110-9 


110-f' 


03N-2 


iOT 


(9}B9|Biu) g -E6T-S T6T 


2 


11 


H 


H 


HO-9 




03K-2 


901 


(gpuoiqoojpAqjp) 121-811 


«-ld / 

!-J«l s 

>- 

>- 


2 


II 


II 


1 


03K-9 


HO-f' 


03W-2 


901 


(9)B9|buj) g '891-9 '991 


2 


11 


11 


II 


03W-9 


HO-fr 


03K-2 


m 


(9puo|ipojpAij) 091-891 


2 


11 


H 


H 


09W-9 


HO-fr 


03K-2 


801 


(9DijoiuoojdAu) 9fiT-rfiI 
(9puo|qoojpAi|) 292-092 
(9JB9|BUl) 602-102 


Jd!-HN 
2 3|W 

)n- 


2 
2 
2 


II 
11 
II 


H 
11 
H 


|| 

11 
11 


D9HI-C 

03W-9 
03N-9 


110- 1> 
HO-f' 
HO-I" 


\J It u 

03W-2 
03W-2 


201 
101 

001 


(gpuomoojpAqjp) 202-102 


2 


II 


H 


11 


03K-9 


03JV-P 


110-2 


66 


(9P!JO|40OJpAi|!p) A8I-98I 


2 


11 


II 


II 


oaw-g 




110-2 


86 


(Oo) ?uiod 6U.HI91M 


nil 


ill 








c3 






X3 



8 9iq^x 
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Ex. 



Table 9 



R 1 



R2 



R3 



R4 



R5 



R 10 



Rll 



Melting point (°C) 



116 



117 



118 



119 



120 



121 



122 



123 



124 
125 



126 
127 

128 
129 

130 

131 



2-MeO 



2-MeO 



2-MeO 



2-MeO 



2-MeO 



2-011 



2-MeO 



2-01 1 



2-MeO 
2-MeO 



2-MeO 
2-MrU 

2-MeO 
2-011 

2-011 

2-Me0 



4-NH 2 



4-NHCHO 



4-NIIAc 



4-N0 2 



4-Dr 



4-Br 



4-C2 



4-C2 



4-NH 2 
4-NH 2 



4-NIIAc 
4-MeO 

4-MeO 
4-NH 2 

4-NHCHO 

4-Me 



5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-Ce 



5-C I 
5-Ci 



5-C.0 II 



5-MeO 



5-MeO 
5-MeO 

5-MeO 

5-NO2 



— N 



— N 



— N 



— N 



/ 
\ 

/ 
\ 

/ 
\ 

< 

/ 



Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
>r-i 

Pr-i 
Pr-i 



N Pr-i 



— N 



— N 



Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 



Pr-i 
e2 



— N 



-N 



Pr-i 

Pr-i 
Pr-i 



H 



— N 



— N 



Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 



93-102 (fumarate) 



199-201 



183-185 (hydrochloride) 



206-208 (hydrochloride) 
238-240 (hydrochloride) 
185-187 (hydrochloride) 
213-214 (hydrochloride) 
157-158 (hydrochloride) 

213. 5-214. 0(maleate) 
175-176. 5 (dihydrochloride) 

230-232 (hydrochloride) 

232-235 



184-185 
173-175 

209-213 (dihydrochloride) 
272-275 (dihydrochloride) 



(9puo|qoojpAi|ip) 88-28 

NZ-11Z 
T8T-6LT 

(gpuoiipojpXij) 881-981 
(gjejewnj) 9C2-9EZ 
(apuomoojpAiiip) 891-991 
(apuoiqoojpAq) 091-8H 
(spuoiqoojpXq) 2,81-981 
911 

(9puO|ipaipXi|!p) frZZ-822 
(gp!JO|ipOJpXq) 891-991 
U1-9AI 

(apuojipoipXij) 0A1-C91 
(apuoiqDOjpXiijp) 602-2.02 
(epiJomoojpXq) l>il-69I 



!-Jd 

!-Jd 
!->d 
I-J<J 

!-'d 
!- J d 

!-'d 

h'd 

-id 
-«d 

-<d 
-Jd 

-Jd 
-Jd 

-Jd 
-Jd 

-Jd 



-Jd 

-Jd 
-Jd 

-Jd 
-Jd 

-Jd 
-Jd 

-'d 
-'d 

-Jd 

-Jd 

-Jd 
-Jd 

-Jd 



N- 



N— 



N— 



N— 



N— 



H— 



N— 



N— 



N— 



N— 



• 11 
II 

I] 



OVHN-9 



z HN-9 



OVHN-I' 
OH3HN-* 

Q3K-1' 
O-Vi-t 

om-v 



03K-Z 

03W-Z 
03W-Z 
03K-C 
03W-8 
CPN-C 
03W-8 
3VIIN-E 
01IOIIN-G 
Z I!N-S 
z 0N-C 
03K-Z 
03W-Z 
03W-Z 
0^-2 



(0 o )ju!0d 6ui}|9|^| 



88 



ox 9Tq B i 
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Table 11 




Ex. i 


R 1 


R 2 


R 3 




R5 


D 


Melting point (°C) 


147 
148 


3-MeO 
3-MeO 


4-MeO 
4-MeO 


H 
II 


Fl 
II 


II 
H 


/ — \ /Me 
-N >-< 

\ / M p 

—/ \-Me 


174-177 
200-202 


149 


2-MeO 


4-MeO 


5-MeO 


(1 


H 


Me ^Me 


138. 5-140 (maleate) 


150 
151 


2-MeO 
2-MeO 


4-MeO 
4-MeO 


5-MeO 
5-MeO 


H 
H 


H 
II 


H \=/ Me 
— NH^N-Me 


230-232 
116-118 


152 


2-MeO 


4-MeO 


5-MeO 


H 


H 




powder 

(dihydrochloride) 


153 


2-OH 


4-MeO 


5-MeO 


H 


II 


1 

Me 

y Pt-i 
>r-i 


120 (hydrochloride) 



K H 
3W-NA/N- : * 



IP 



C2Z-222 



99T-S9T 



(apuonpojpXijip) 
(epuomoojpAy) 61T-9LT 
0EI-82I 
202-T02 



S91-WT 



(3P!JO|400jp/q) giT-T'ZT 
(sp.uomoojpAip) 06T-Z8I 



(ejeaieui) S6I-26T 



-Jd 

-Jd 
-Jd 

-Jd 
-Jd 

-Jd 
-Jd 

-'d 
-Jd 

-Jd 
-Jd 

-Jd 
-Jd 

-'d 
-Jd 

-•d 
-Jd 

-Jd 
-Jd 

-Jd 

!-<d 
!-'d 



\ 
/ 

N 

/ 

\ 
/ 

\ 
/ 

\ 
/ 

> 
> 

\ 
/ 

> 
> 

\ 
/ 

s 



M— 



N— 



N— 



N— 



N— 



N— 



N— 



2 HN-S 



ohoiin-s 



II 

3W0-9 

m-z 



HO-2 



HO-2 



0H0HN-? 



Z QH-V 



OHDHN-E 



z HN-£ 



z 0N-G 



> -ST 
0' 



(Oo) jurod 6u9|a|A| 



o.i sa ^s 
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Table 13 



Ex. 


! R 1 


R 2 


R 3 


R 4 


R 5 


R 10 


m 




Melting point (°C) 


166 


2-OH 


4-MeO 


5-NHAc 


H 


H 


H 


2 


/Pr-i 

-< 

N Pr-i 


198. 5-200. 5 (hydrochloride) 


167 


2-OH 


4-MeO 


5-iMeO 


Me 


H 


H 


2 


/Pr-i 

~ N \ 
x Pr-i 


87-90 




















100 


c un 




<J IrlcU 


Lf 

n 


U 

n 


ivie 


9 


x Pr-i 


loo-iyu (maieatej 


169 


2-OH 


4-MeO 


5-OH 


H 


H 


H 


2 


/Pr-i 

-n( 

N Pr-i 


189-191 (dihydrochloride) 


170 


2-MeO 


4-N0 2 


H 


H 


H 


H 


2 


/Pr-i 
N Pr-i 


158-160 




















171 


2-MeO 


4-NHCHO 


5-C4 


H 


H 


H 


2 


/Pr-i 
x Pr-i 


222. 0-223. 0 




















172 


3-N0 2 


H 


H 


H 


H 


H 


2 


/Me 


239. 5-240. 5 (hydrochloride) 


















x Me 



£ axduipxa uopeaedajd 
• auxqo 

pui Suxqaxqei qound ax^uxs p uo 2e:;euipxp ui win $*l jo qound 
e Aq s^exq^q. 6ui-002 °3 U T passaad spm a:mqxxui £>uTqx nsa:i a m. 
•paxxui Axui^ojTun ai9M squaxpaafiux paqj iosep-9Aoqp eqj; 



£> £ s^j^a^s umxsauBpptf 

5 9e xpjpqs uaoo 

6 001 esoqop<i 
5 02 fr2 axduipxa jo punoduioo 

Z axduipxa uopejedaja 



*peuxpq.qo shm q.ue£>p jpxnup:r£> e AqaaaqM '6uxA:rp Aq paMOx 
-X°J 'aazTjaumjBH e Aq pepunoo: 9J9M saxnupjr£> qup^xnsaa a m 
q.pqq. aeq.jp Ax9^^TP 9llIUI I ' Joqpxnup;r5 uoisni^xg up Aq jre^aure 
-xp ut urui s # o 3° uaaaos p qSnoaqq. saxnupa6 oq.ux pazxjaAxnd 
spm aanq.xxui 6uxq.xnsa:r sqx 'uox:qnxos asoxnxx^T^dojdAxojip 
-Aq snoanbP %g 9 L * J° T m 002 jo uox^xppp ^3 Ac t peMOxxoj 
'paxxui Ax^uogixun ajaw s^uaxpaifiuT paqx^osap-aAoqp eqx 



6 gg asoxnxx^^ auxxT^q-sAJO 

6 S3X qoapqs uaoo 

f> gxc asoqopi 
5 02 2 axduipxa jo punoduioo 

X axduipxa uox^papdeaa 
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Compound of Example 30 



100 mg 



Sodium acetate 



2 mg 



Acetic acid (for adjusting pH to 5.8) 



q.s. 



Distilled water 



q.s. 



Total 



10 ml/vial 



According to the above formulation, an injection was 
prepared in a manner known per se in the art. 

CAPABILITY OF EXPLOITATION IN INDUSTRY 

The compound according to the present invention mark- 
edly enhances gastrointestinal motility, thereby bringing 
about an improvement in the digestive dysmotility and at 
the same time, exhibits high safety so that it is useful 
for the prevention and treatment of various digestive dys- 
motility. 



-IB aewoi) xAuoqjBoAxo:>[iB jawox b 'dnoj6 (iA5(ib jaMOi)Axoq 
-jbo b 'dnojfi (iA^ib ja/AOi) AxojpAq b 'dnoj£> Axo^ib jawoi b 
'dnojb iA^ib JSmoi b 'uio:jb uafcojpAq b s^uagajdaj Ax^uapuad 

-apux qoBa puB ^uajajjxp jo auiBs am bjh pub 9 h uxajaqM 




iBinuijo^ 

Sutmoxxoj aqq. Aq pa^uasajdaj dnojfi b s^uasaadaj v .'dnojfc 
lA^ie aaMOX b jo uio^b uaBoiBq b 'uio^b uaBojpAq b Q^uasajdaj 
5 H .'dnojfi T^T^ JaMOi B jo uio^b ua6ojpAq b s^uasajdaj fr H 
.'dnojJ3 AxoxpauaxAq^aui b uijoj 03 jaq^afco} paxdnoo aq Abui 2 h 
puB t h jto 'dnojb ouxuibiA^ibouxuib (iA^ib jaMOi) -xp JO -ououi b 
jo dnoj6 ouxuieiAuijoj B 'dnojf> ouxuiBiAuoqjBO (iA^tb jaMOT)-xp 
jo —ououi b 'dnojfi ouxuib (tA^tb jaMOi)-xp x° -ououi b 'dnojb 
ouxuib ue 'dnojfi oj^tu b 'uio^h ua6ojBq b 'dnoj6 AxoxAuoq 
-jbotA^ib ^smoi b y dnoj5 Axo^tb J^mox b 'dnojfi tA>[TB jaMOX 
b 'dnojb AxojpAq b 'uio^b uafcojpAq b s^uasajdaj Aiq.uapuadap 
-ut qoBa pue ^uajajjxp jo auiBs aq} aJB € h pue 2 h ' x H uxajaqM 



(I) 




: (I) exnuuoj fiuTMOXXOJ 
aq} Aq pa^uasajdaj aAX^BAXjap aiozBxq^ouxuiB try *x 

SWIYTO 

- ZZZ - 
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kyl) group, a lower alkoxyalkyl group, a mono- or di- (lower 
alkyl) aminoalkyl group, a phenylalkyl group which may be 
substituted with one or two lower alkoxy groups on the ben- 
zene ring, a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by a lower al- 
kyl group, or R 6 and R 7 , together with an adjacent nitrogen 
atom, form a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by an oxo group 
(0=) or 1 to 3 lower alkyl or hydroxy (lower alkyl) groups, 
or a group represented by the group represented by the fol- 
lowing formula: 



wherein R 8 and R 9 are the same or different and each inde- 
pendently represents an amino group, a mono- or di- (lower 
alkyl) amino group, a mercapto group or a lower alkyl thio 
group, or R 8 and R 9 form, together with an adjacent carbon 
atom, a nitrogen-containing heterocyclic group; and B rep- 
resents an imino group which may be substituted by a lower 
alkyl group or an oxygen atom; and m stands for an integer 
of 0 to 4; B-(.CH 2 ) m -A may form a piperidinyl, branched al- 
kylamino or phenylamino group which may be substituted by a 
mono- or di- (lower alkyl) amino group, or a piperazinyl, 
piperidinylamino or piperidinylalkylamino group which may 
be substituted by a lower alkyl group, or a salt thereof. 



R ! 



8 




oq. z *°J spup^s ui pup .'dnoj£> T^T^ JaMox e Aq peq.nq.T^sqns 
aq Aeui qoxqM dnoj£> ouxuix ue s^uasajdaj a • (9Aoqe pauxjap S9 
gfrnxueaui aures aqq. aABq t >j pup 9 >j qoxqw ux) 6 h( 9 H)N- sriuasaj 
-daj v /dnoj6 x^X^ JSmox p jo uio^p uafcox^q p 'uio^b uabojp 
-Aq "e squasajdaj g H 'dnoj£> X^X* Jswox ^ jo uioq.e uafiojpAq 
p squasajdaj fr H .'dnoj6 outui^iA^iBOUTuie ( lA^x© aaMOx)-TP jo 
-ououi P pup dnojB ouxuipxAuijoj h 'dnoj£ ouxurexAuoqjeo (T^T^ 
iaMOi)-tp jo ououi b 'dnojfi ouxuie (lA^xe jaMOx)-TP JO -ououi 
-e 'dnojf> ouxuie ue 'dnojfi oj:;xu e 'uio^p uafiox^q ^ fdnojB 
AxoiAuoqjBDxA^i^ jbmox p 'dnoj£> Axoj(x e Jawox e 'dnojfc 
XA^x^ J3mox e 'dnojfi AxojpAq e 'uiorjB uabojpAq p jo Sux^sxs 
-uoo dnojfi aqq. uiojj paqoaxas aje om^ jaqqo aqq. pup dnojS 
ouxurexAuuoj jo oj^xu 'Axo^x^ jawox p s^uasaadaj e n pue ^ 
jo auo y (I) einuiaoj aqq. ux uxajaqw. *\ uixbxo 04 Buxpjoo 
-oe joajaqq 3X BS jo aAxq^AXJap axozpxqqouxuie uv '£ 

•dnojfc ouxui^xA>(xeouxuiB (x^5(x e J3MOx)-xp JO 
-ououi e pup dnoj£> ouxuiexAuijoj ^ 'dnojfc ouxurexAuoqjpo (x^x^ 
jaMOx)-xp jo -ououi e 'dnojfi ouxure(xA^X^ jaMox)-xp jco -ououi 
p 'dnojfi ouxuie up 'dnojJ5 oj;tu e 'uioqp ua5ox^q 12 'dnoj6 
AxoxAuoqjBOxA^x^ JaMOx 12 'dnoj£> Axo^x^ JaMOx B 'dnojfi 
XA^fx^ Ja/Aox h 'drtojfi AxojpAq e 'uioqn ua5ojpAq p jo Sut^sts 
-uoo dnoj£> aqq uiojj paqoaxas aje jaqqo aqq. pun dnojb 

ouxuiexAuuoj jo. ojqxu 'Axo^x^ JSmox ^ s^uasajdaj e h pue z h 
' T H jo auo PX niH:i oj aqi ux uxajaqM s \ uixpx^> °3 Buxpjoo 

-OB joajaq^ ^\^s jo aAxq.PAXjap axozexq^ouxuin uv m z 
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4. 

4. An aminothiazole derivative or salt thereof ac- 
cording to claim 1, wherein in the formula (1), one of R 1 , 
R 2 and R 3 represents a lower alkoxy, nitro or formylamino 
group and the other two are selected from the group con- 
sisting of a hydrogen atom, a hydroxy group, a lower alkoxy 
group and a halogen atom; R 4 and R 5 each represents a hydro- 
gen atom; B represents an imino group which may be substi- 
tuted by a lower alkyl group; m stands for 2 to 4; and A 
represents -N(R 6 )R 7 (in which R 6 and R 7 have the same mean- 
ings as defined above) • 

5. A medicament comprising as an effective ingredient 
an aminothiazole derivative (I) as claimed in any one of 
claims 1 to 4 or salt thereof, 

6. A medicament according to claim 5, which is a pre- 
ventive and therapeutic agent for digestive dysmotility. 

7. A medicament according to claim 5 or 6, which is a 
preventive and therapeutic agent for epigastric dyscomfort, 
nausea, vomiting, heart burn, anorexia, epigastric pain, 
abdominal flatulence, chronic gastritis, reflux esophagitis 
and postgastrectomy syndrome. 

8. A pharmaceutical composition comprising an ami- 
nothiazole derivative (I) or salt thereof as claimed in any 
one of claims 1 to 4 and a pharmaceutically-acceptable car- 
rier. 



-Ap oxaqspfixda 9jb Aq.xxxqouisAp aAxqsafixp Aq pasnpo sesna 
-sxp aijq uiejet[M '^x uixpx^ °3 5uxp;iooop potnaui v *SX 

• ^ oq. x suixpxo J° euo 
Aup ux paurrpxo joacratiq. ^T BS J o (i) aAxqpAXJiap axozpxnqou 
-xuip up jo asop aAxqoajja up 'quaxqpd p oq. 'Buxjraqsxuxui 
-pp s8spdmoD xidxi^m 'AqxxTlouisAp aAxqsaBxp Aq pasnpo saspa 
-sxp jo quauiqpajrq pup uoxquaAajcd aqq jloj pox^qaui v "frX 

-auicapuAs Auioqoajqspb 
-qsod pup sxqxfipqdosa xnxjaa 'sxqxaqspfc oxuoaqo 'aouaxnqpxj 
XPuxuiopqp 'uxpd oxjtqspfcxda 'pxxa^oup 'uanq qjcpaq '6uxqxuiOA 
'pasrveu 'qaojuioosAp oxaqspfixda jcoj q.ua£p oxq.nadp.xatn. pup 
aAxquaAaad p sp z\ XT uixpxo £uxp:rooop asn *EX 

• AqxxT4 OUIS ^P aAxqsaBxp joj qua£p oxqnadpaatjq 
pup aAxquaAaad p sp xi uixpxo oq 6uxp;rooop asn * ZX 

* quaui 

-poxpaui p sp oq x S1UXPX3 jo auo Aup ut pauixpxo sp ?oa:ranq 
qx^s j.o (i) aAxqPAXjap axozpxqqouxuip up jo asn *XI 

•auio:rpuAs Auioqoa;rqsp6qsod pup sxqx£>pqdosa 
xnxjaa 'sxqxjqspB oxuoaqo 'aouaxnqpxj x^T^opct* 2 'uxpd 
oxaqspbxda 'pxxaaoup 'ujnq q:rpaij 'BuxqxuiOA 'pasnpu 'q^og: 
-nioosAp ox:rqspSxda aoj quaBp oxqnadpjaqq pup aAxquaAajd p 
st tpxnM '6 8 tttxpxo oq Suxpaooop uoxqxsoduioo v *0I 

•Aqxxxq 

-ouisAp aAxqsaBxp xoj uoxqxsoduioo oxqnadpaanq pup aAxquaAajd 
p st Liox-qM '8 uixpxs oq Buxpaooop uoxqxsoduioo v *6 
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scomfort, nausea, vomiting, heart burn, anorexia, epigas- 
tric pain, abdominal flatulence, chronic gastritis, reflux 
esophagitis and postgastrectomy syndrome. 

16. A thiazole derivative represented by the follow- 
ing formula (II) : 



wherein R 1 , R 2 and R 3 are the same or different and each in- 
dependently represents a hydrogen atom, a hydroxy group, a 
lower alkyl group, a lower alkoxy group, a lower alkylcar- 
bonyloxy group, a halogen atom, a nitro group, an amino 
group, a mono- or di- (lower alkyl) amino group, a mono- or 
di- (lower alkyl ) carbonylamino group, a formylamino group or 
a mono- or di- (lower alkyl) aminoalkylamino group, or R 1 and 
R 2 may be coupled together to form a methylenedioxy group; 
R 4 represents a hydrogen atom or a lower alkyl group; R 5 
represents a hydrogen atom, a halogen atom or a lower alkyl 
group; D represents a hydroxy group or a lower alkoxy 
group, or salt thereof. 
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(57) Abstract 

An aminothiazole derivative represented by general formula (I), wherein R 1 , R2 and R 3 represent each 
hydrogen, hydroxy, lower alkyl, lower alkoxy, etc.; R 4 represents hydrogen or lower alkyl; R* represents hydrogen, 
halogeno or lower alkyl; m is an integer of from 0 to 4; A represents substituted amino, substituted imino, a heterocycle, 
etc.; and B^represents imino or oxygen. Because of having a potent effect of promoting the movements of the digestive 
tracts and a high safety, the compound is useful as an excellent drug for ameliorating the movements of the digestive 
tracts. * & 
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mtk<ZT)i*)im (KIT, mz rc,-«T;u*;i,j ti^ct^s) flOLtfy 

-rv7>;l/S. s e c-^^S, t e r t -7>;US, i/^n^n % ^> 
f-^ll. l-^^^^^S. 2- /^Jlzff-Jim, >fy<>f;H, tert 
1, t^^>^;l/^ % i-xf;^ D 

>mm, 3 - /^Jl/O^^m, >T7^i/;H, 2- 

2, 2-i?yf;W;i,i, 2, 3-yyf;WA$, 

2-/^;uynh°;t/S > i, i, i, 2, 2 - MJ 

=3 + ->S (HT, $1: rc,-. e T;U3 + i/j ti^it^s) floury h*-> 
^V7'h + i/i, s e c - 7h + ->i, tert -7*h + i/« N i/^o 

**^>f-;U:tf-*S/2^ 1 -xf ;^n#+->S, ^ ? □ ^ > ;l * 

^ 7 "^^ 1. 3 -*J**A,7Y*i/m, 2, 2-i>yfA7"F + ->i, 2, 
A7>t~>I, 3, 3-ium7*h*'>m, l-^;b-l-xf 
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**W(c*j^t. ^ D y>i ? j 7-y« JlfcHC^x 
rt Kn*2/ffi&yx,*;mj tii&mtS: l ~ 6 ©fill. MtitXliMoh 



JIM, 2-tFn^^xf;H > 1 - h Kd + ^d^S, + 
nfcf;U£, + l-tKn + i/-2-^;Uf;H, 

1 - t Kn + i/i/^n7n fc^Ufc. 2-tKo + i/^^D7D^$, 1-tK 
n + i/7*f;H, 2-hKo + -/7'f;H, 3 - t Ko4-i/yf-;i/S. 4-tK 
o + ^y^^S, 2-hKD + i/-2-^f;l/7Dh , ;H, l-tKD + iz-2, 
Axf;H, l-hKn + iz-i, 2 -^^^Aoi^;US, 1-tK 
v*is^y^)im, 2-hF'D + ^>f;H > 3-tKn + ^>^ 4 
-tFa + ^>f^i, 5-hFo^^>f;H, 2 -hFo + ->-2-y 
■f-;u^f-;H£ N 3 - fc Kd*->- 2 - /f-;U7'^S, 4-hKo + ->-2-> 
f-;t,7>;b$, 2-t Ko^i/-3-yf^7f;H % 3-tKn + i/-3-y 
^;U7^;t,S, 4-hKn + ->-3-yf;b7f^i, 2 - t Kn + s/- 4 - y 
f-A7>;US, 3-t Fn + -/-4-^f;b7f;H > 4-tKn^->-4-y 
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-t Kn + i/-4-yf;K>f;H, 4 -t Kn + ^- 5 -^M>^ 
5-t Kn + ^-2-/f;K>f^ 5- t Kn + i/- 3 -^ W >^ 
5-hFD + i/-4-^;K>f;^ 5 - t FD + i/- 5 -yf ;K > 
l-hFn + i/^n^^ 2-hFD + ^^n^^ 
3 - t Kn + i/i/^D^j/;^ 4 - t KDty^^D^i/;bi^|^ 

itt07j ^^^ 1 xt* 2 h& u/ct $ j mzmm u mz.it * tjit i j 

* 7*^;ut ^ yy'^jir i ;i N sec -7* jut z 

t e r t - 7?j\,t i is 2u 71- jit i ^>^-;ur i - y 

tert-^WUI, l, 2-^yf;^otVUT^^ 

7 ^S^ l-^M>f^7;;l, 2-yf;K>f;l,7;y| > 3-y 
fM ^^ 7 ^^ 2 
-xf;l^7;;S, l, l - is/ ^Jlzf^JUT i J l, 2-^yf^ 
m ' 7 ^^ I. 3-^y^;uyf-;UT^s, 2, 2-y^f;^f;l,7 

l -/?Jl— l -xWnt^7;;i, l 2-^^70 t?;i,y 
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^D^TUJ, Xfi^nt^7;;i, X^^-T 

^jxitv- &®LT)i*)iii - jit ijMit \mmm 2 - 7 omm. 

•^l/Tiy^ i/^D^Dh'M^f-^yjyl, /<l/ij^7* -fy,< 

^^7U1, tert-^^f^;^-^;;!, 1, 2-^^;U 
7 t Df;w;i/t:-;i,7;;l, ^fOf;^;^-^;;^ i-xw 

*-^ 7 ^S^ l-^fM^mu:-^;;^ 2- /^jlKy^-ji 

A^A7;;i, l-xf;^f;^;i/^7;;s, 
A^TUI, l, l-^yf;i,7'f;^j^ , -^7;;i, 1, 
f;i/7*f;i/*^^7;;i, i, 3 - my^jix jitf-jir x j 

2, 2-^^A7"f;W^f-^7;;|, 2, 3 - *J * ^JUy^Jlii Jltfzu 
JlTijm, 3, 3--;yf;l/7'f;l/*;^'-^7;yi, 1 - y 1 -x. 
f; ^ D t';b*A^-^T 1 -xf^- 2 - y ^;U7°o hVU^ )l 

Tijm, 1, 1, 2 - h >J y ^;U7°n fJltt Jltf—JIT i J m, 1, 2, 2- 
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7 ^ lj; ^^$^ ^nt e ^~;^<bij^T^yS, 7-'f'J;K7 7'f ij;t,7; 
£o d©?^ ^ii 2 - 5 OliXli^M®7;^;H^ 1 x(i 2 fim I 

^^(f^n. Mx.ii7 h + ^yf;H N ^Y*i/J^Jim, 7n J ^ Jim, 

^77 5 d^^^jH > + JV7Y*0/T}im, sec- 

77 + i/yf;^ ter t-7'h + i/y^S, ^n^n^^f^ 

is Jl* Jim, nt^xf;^ ihtW;H, :/n***^^ 

«> ^^n^^xfiH, 7'h + ^xf^l, ^77> + ^xf;^ 
sec-7'F + ^xf^ tert-7'F^7xf^ ^n7nt:+-7i 

i/xf-;^, 7^4-^**^x^;l^ ^.n^>^*4^x^;l^ ^ 
^n-s^^^x^,^ n*77nh7H, iFti/7Dh7H, 7o 

+ ^ Dt '^ sec-7*^^Dh';H, tert-T-h + i/T-nhVa 
7°nt';i^ ^7At+77Dh7H, J + i/7°o fcVU£ % i'? 

xh + ^7'f;n, rD^i/T*?^ ^vyD^^y^n, 7> 

+ ->7>;H, ^^'h^W^ sec-7*F + 77'f;H, tert- 
7'F^i/7'fiH, ^^D7n^77fJH, ^ >?-^* ^7>;t^, >r 7 
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-^C,. 6 7;i/+;L'S^ij-'bti, m*.\i* **n,^ x ^ 

s e c-7*^^A^;Mf^ tert -7*h^^Mz;Mf^ 

^•>*;^"-A7d s e c - 7* F + ^;l^;i7o t';H, 

fry v£ JIB. y^n^>f;bt+^*;^--;t, 7 'Dt , ;H, ^^n^+i/yu^- 
+ ^*j^'-A.7f?H, tert-7*h + i/*^f-A7f^ 7^d7d 
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*;^>i/xf;^ *W'+^Df^ *Wi/7f^ 

[ ^ ^ Xiti^ -mRT Jl^-JIT i J T A^rJUmi tbXlt, ^JXltiJ 

JIM. yf;iT>;xf;H N y^7S;7n^I, 
im;;^^ i^7S;xf^ xf 

JlTiJ7°nt°Jim, 7Dh>7;;7^ * V^n fcT*T * y * 
fVyD t VL7;;xf;H, ^ 7 7"d f;b7 ; ; 7n h';H, -fV^D^y 

* V^;UT Uxf^i, s e c-f+fr-r x j y^ ;l/S> 
sec-7'W;;xf;H, tert-rw*;m«, tert- 
^;b7;;i^ ^^7S;>H|, ^^T^i^;H£ N s; 
^H7;;7-o^i, ^f^7;;7'f;^ ^ 7 ;;/f^ 
^xf^7;;xf;H, 7xf;H;;7Dt7H, ^d^7$;>h 
^7°ntViy $ 7xf;H N 77Dh'A-7;;7Dt7H, ^y^ D ^ 
7 ' ; ^^ ^y^^7;;if^ ^V7D^7 5; 7 Dlf 
77fA7;;xf;H, ^7*f^7;7 7'f;H, ^77f^7;; 
^77-fAT;7 7>;H > ^AxfA7$;^f^ 
xf^7;7 7'f;t,i, ^WDW7;y/Hi, ^^7nt^ 7 ;7 
yfA'7Dh^ 7 ;;7Df;H, >Wd^75;^^ 



-10- 



WO 96/36619 



PCT/JP96/01297 



=f-jum, x-i-JuyrjuTij s^jum, ^ju^j-jut u xf^i, xf;^- 

W;^o^i N ifil/7"f;b7;;7'f;H, 7 4 Dh'^7>^7;;y 
T-DbW^^Xf^ 7*d b'^T-f ^7 ; ; 7n bVH, 7° 
DW^7;;^S, ^77*0^^7*^7;;^;^ ^y^f 
^7'fA7;7xf;H, ^ y 7*0 tVl^f-^T $ J zfa t'JUm, Jy?at'JU 
7'f^7;;7f;H, ^7o7nbl7>yyf;H, ~J is J & y°n tVU T 
5;x?-;t,£, i?'>^D7*nt J ^7;;7Dt;H % ^i/^ o7d b^7 ; ; 7 
^f;k77D7Db7t,7;;^AI N y^i/^D7*D^7$;x 
yf^77D7ob^7;;7Db';H, yf^77D7Db^7;; 
y^^S. xf^i/^nynb^^/f;^ iW^ot'd^7$; 

xf^i/^D7 , Db , ;l/7;;7nb';bi > xf ;^7D7°nb^7; 
;7 ' fjl/ ^ ^nrDWDt 1 ;!,?;;^^ ^D7Db'yl-7Db^ 
7 ' ;x ^ i^i'D7 < D^7*D^7;;7*D^I, i/^D7"D^7" 

nhVUT^yy^;^ ^7D7nb';K77Db>7;;yf-;bi, 

n hVU^T 7 7-n bVUT ~ y xf^ S/$r o^o f;^ 77o fJUT i J 7n fcf 
JUm, ^7D7DbVK77 , nb , ;b7;y7'f^ i/^o7*D^7-^ 7 ;' 

^^yDb^yf^^xfj^ ^7o7Db7t-7f^7; 
Jzfufjum^ ^7a7nb c ;l7'f;b7;;7f;H > $/ ? a^<y^;i/ + j\,t 
iJ/3-Jim, is?v<yi-JUt?-JUTiJx.3-)U^ -7^n^7f;Mf;b7 
lJ7u\±)Um, 7^D^>f;Mf;l7;;7f;H, •> ? n ^>f- jIjl^JU 

T^y^nhVbS, i/^D/<>f;bxf;b7;;7'f-;H, 77D^>f;l7n 
t , A7;;^f;H, •>^D^>f;b7nb;l/7;;xf;H, ^?n^>?-;i, 
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ATS;yf;^ J/^n^^y w$;x^I, i^^o^^y f 

;:/D ^ ^^n^ W 7yDh^7;;7>;H, ^n^^y 
-C 1 - 6 7W7;;-C,- 6 7^;b7;;l^|f^^ i^l^f;l,7; 

T^ys, ^yT-Dt^^y^^^yi, m7;yy^ 7 ;y|, 
rwiyxw?;^ ^77'f;b7;yyf^7;y| s 4V77jit 

Uxf^7;7l, sec-m7;yyW;7$, se c-7>;bT 
^xH7S;», tert-7W;yyW;y|, tert-7f 

^7;yxW;yi, ^^f^7;yy^7;y|, -J/f^:;^ 
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V^JlT \J**A,T\J^ V^JlT X J JL^JIT i J £ % iS^Jir i 

7 ' 7S ^ ^'^Dhl7;;x^7;;|, ^ J V 7 a t° JIT i ; 7 u £ 
JlTiym, yy+JlTiJ^JlTUm, WlTUmTUI, 
^7W7;;^;b7Ui, ^V7'f;b7;;m7Ui, 

nh^7;^f^7;;l, /Wot^7;yxW;;i, 

oh^7;^DW7U|, yWDh^7;y7m;;S, y^ 

**** VT-d tr^y 5 y fa t'JiT i J M, **A,4 yy°n fJlT i J y'^Jl 
Tijm, xf;Kvynt t ^7;;7 e Dt^7;;i > If^^y^D^ 
;7m7Ui, xWot^7;^f;l,7;;i, x**:7n f;UT 
^xm;;i, xf;^Dh^7;;7Df;b7;;i, x^;U7ntVU 

7;;W7;;i, W^7 ; y y f ^7 ; y^T/f^r^ 

^^^^^ ^Wf*7;^D^75;^ **A,7f-JlT*J 

fTJlTUm, xwf^7;yyw;;i, xww>;xf 
7 ' ;i ^ ^Wf;i,7;;y^7;;i N ^D^m7;;if^ 

7 ' 7 ^ 7*De;L7'f;l,7;;7"DtVb7;;i, 7 , DhW^7;;7> 
;b7 ^ $ > ^77 s nfW;b7;yyf;b7;yl, ^77oh^7>^7 
;;xf^7;;i, ^7T'Dh';l,7>;b7>y7nt^7i7l, <fv7*Dt 
^7"^7;;7'f;t7;;l N ^?D7n^7;;yW;;i, ^ 
* n 7n LVbT ~ y xf;t,7 i J V>^?u7u t'JlT i J y°n fcf )IT I J £ N 
^>7o7nW7; ^7*^7; ;l, y f-^ •/ ? n 7° o tVbT $ y y^;UT 

um, yfi^o7D^7;;xfA7j;i, ^;i^d7d^7 

5 7 7/n e^T Wi, /H^d7d tVUT $ 7 7'fA7 $ y ^Jlis 
7D7Dh^7;yyf;tT;;S, xn-z^DT-DfAT; ;xf^ 7 i y 
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2£> ^o7nk'M7^t^7;;7n^7;7^ ^o7o t ^7 

^^DtW;b7;;x^7^1 s ^nynWHTS^D 
hVl/T^yS, ^ ^ D 7* D bVl/7> ^7 ; ; 7^;l/7 ; y I, ^n^>^;|^ 
WU/f;l,7;;l, ^o^>f; MWUxfjb7 , ; ^ ^ 
^>^Mf^^7nfi7^I, ^D^f^ m j^ fA 
7 ' ;S ^ ^ n ^>^^^T: yy^y- yg. ^D^^xf^ 
7UlH7 ^^ ^D^>HifA7S yrn^TUi, S/ 9 o 
^>*;Ux^ T 5 y 7**y $ y 5/^^> W n t'JlT * JS+JlT 

*t s y 7°o $ y u^y+w y ~r a vjit i y y ?ji t i y m, 

;ut $ y t*d fAT $ y n % ^ n^>*^ 7 7o t'jir > y 7fA7 $ y s % 

^7;;7W;7I, ^n^^ M f^7; 7 > 71, ^y 

n^^y^y $ 71, ^n^^Uy^y , y 7/0 fc?* 

T^yS, ^c^->;M^7;77^7;7l, ^o^wUf A . 
7;7yfAT;7i, 2/ * i/Aif*7 $ y X^;Uy $ y £ N $/?n*v 

*2/*x*;i,y S y 7"n tVUT $ y £ % ^D^i/ W i7 $ y y>,by $ 
JB, ^D^^7nh^7;77f;i,7;7l, ^^u^^^yoh^ 
7;7if^7;7S, is? °^^7o hVUT ^ y fa t'JiT i J S N -> y 
7 7-n hVUT $ 7 7fA7 ;7i, ^o^^ K V7*n hVUT 
^XfA7;7|, i/7D^^K77DfA7;77Dh7lT;yi, i/ 
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2-7x^;b7nf;H, 3-7x^7nhVl,i N i-y^-j_ 7l 
l-xf;b-2-7x-;lxf;H, l-^x-^f;^ 2 
-7x^;i7f;H, 3-7x-;i7f;H, 4-7x^7fiH, 1 -*C> 
^^T-Dt^i, l-yf^-l-7x^7Df;H, l-yf;b-2-7x 

s?ji?-*m, z-^jin-m, T'n^fti, -f7 7 , Qt;i/fti, 

tert-7'WtS, 7?D7f^ti, 1 
f-^^^-S, 2-^f;i,7*f;^t£, tert-Of 
*f*£, 1, 2-^^WutWi, **s<>rJlT*m, l-xfA. 

f-«, 2-^fM>Wt$, 3-^f-^>f-;u^^-S, >TV^+i/;U 
f-*2£. 1 -if 4/7*f-^ftS, 2-lf^7*f^ftI, 1, l-7/f;b 

7-f-;Lf-^-^ 1, 2-yyf A^f ;i/f*g, 1, 3-i?yf ;U7'f ;uf-*£ N 

2, 2-^yf A7'f;i/ftl, 2, 3 -y^f )\,~7=f- JlTtm, 3, 3-^y 
f^7f;LftI, 1 - Mf-Jl- l -xf^7*n h'Aftl, 1 -i^ ;L ._ 2 - 
yfA^nh'/t-ftl, 1, l, 2-b^f;b7*D^ftS, i, 2l 2- 
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Xti 1 flSWlTe 5 ~ 6 JI3l<D&ft&3ftl3;£*<& £ U\, 

^S. hUTVU^S. fh7 , /'J;H, **1f-'/'J;H6 % f77'JiH, >r v 

t kd tr u y***©**^* i ~~ 4 «Rcf»*«^x«itt«riii^«. o x« i 

^tf'^ft, I^Ji:ltliYy7'Dh , ;b7; se c-m7; 

Jm, ^ n L < l^-{H7;^;^;^- - ^ 7 ; ; I, *)1>1)IT umi& 
U\, R 6 X(iR 7 ^IT/Tttlfli^ltbtit 

-^s. t*7 7'j^^s, t'^^i^-jim, ^fvt+f/'j 
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^-thv'ij f7'/ij ^^;US^^#(c$f £ U\, 

S> ^ny>g^ -hng N 7;71, & L < -fifty /U*;UT * y 
k> b < l^-ifR7;^^*^^^7 ^ j jit i yisc/ 

ti^-fc&T^ + ^T $ ;?W7; y**>^>a«tl-5feOT*») ; 
R 4 #**II^X(ii£»y;l,*;ug-e&e) ; R 5 #**BC^ A D f>^ X li 
il7^+;Htfei3 ; A^-N(R 6 )R 7 (R 6 RVR 1 <«sfi t PI LO 0 ; B 
^tt7;l/+;H^fitt^tfcJ;h>f ^ ;it*(3 ; m^2~4©tti.^ 

&<hiz£tz s — fist (I) Cfe^TR 1 „ R 2 £^R 3 ^ -e© o 1 ffljWS 

JSTPrfct) ; B^Il7^Wt^tt^TUl^;;lt^^ ;m*<2 
-4©»T*f) ; A^-N(R 6 )R 7 (R« ScfR^ (»§2tlUl;) T**fl:<£tta<# 

(i) &cFKft*tt08&*nft (i) itnmzm-^x^om 
Mif?:t^T^§o *mwit&%9 (i) ^om^^oigis^^f* cd © 

© # m © g m % # £ n o 



-17- 



WO 96/36619 



PCT/JP96/01297 



~ N =< D9 = NH ©*^T*-5o 

K y R9 




(I) 



*£^U R 1 , R 2 > R 3 , R 4 , R 5 . A. B. D, mttKrE^PIti^ 
■To ) 

sit, &JLmmzmwtz 0 
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IiA 1 

xc cm) "cmztizit'&tobft cw) -c&$tizit&®&E.ih£itzzbiz£ 

Tfto Z bfrV^Zo 
<t<k® (HI) ©X#t Kn^->l©iA MCJ:!)p-xhn7xy+^ 

ft**, f7 7'-«ft (I) Xti^HJft:^ (I) ©R 1 N R2 N R3 © 

(I) X(i*5gHJHfc£^ (I) ©R> > R 2 . R 3 © 

mtzit&i®) (i) T)iu*^m%^ir2>{k&ito cm) zmmrz 

^T7"-;Ug|*^ (I) Xli^^BlftA^ (I) ©R 1 N R 2 N R 3 

- 1 9 - 
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$ ^ (:J/: > 1-T*f-)imm& (I) Xli*5BHj^^ (J) OR , % R2 ^ 
J m*1f (HI) lw3ES)lttifttSI»^ffl$^-i?T-/-^AJfii:U C 

HA 2 

(I) *H«:tm«. £i6tt, liAliH»CLT(ft)ft«, 

fifty fi«7mx**i^fe L < lififtr^*^ 
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(i) 



TFt" o ) 

XgB 1 

<t-&<®> (VI) tift^tt (IV) fcfc^ft (V) fcEfca-fracifrj^fifc-r* 
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HB 2 

xhb i r&t>ntz<t&® (vi) <tft^ c nr> ZKmrntZz tiz£t>*% 
ttz^ rry-jmrnfa (i) xit^mm<t^ en ©r 1 n r 2 n r= cd 

^•fn^t: Kn + S/i-e$,6^C|^ fb^^ (III) tt^th Kn*:y&£ 
^T'/-^ift (I) Xl±*5gHJfk^ (I) or' N R 2 N R 3 
$t>C£/c. f7 7'-Afift (I) Xlt^mmit^ (I) OR 1 N R 2 

fr< LTf# <htitz^mmt£*fo (I) |i, «iE©ri:<«n^^fk l BPii«igfe# 
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£® (i) ^-it^^»^iM^.(m«i> v>- 7 j.ij 7 ^ nr3 o / ^ >:r> ^ 

S#S8IS{i«kt)^/j:«^ ilSt, lO^Oi^ciiO. 1- 2 0 0 Omg/B. 
b< (i 1 ~ 3 0 Omg/BOg^-IBfflT' 1 B 1 ~3@i:5}-^Tg4t§o 

aitfe>r? («9-i okg) ©sittP«frgspsci t +-}&ii{C7*-x h7>x 

7 s a— 9— (F-121S ; X^-y-r^*;US) ^ittftcaftyi: CItoh Z. et 
aL.Am. J. Dig. Dis. 22. 117-124. 1977) 0 &ft (30g/kg, Gaines meal ; 

XT*.-V-fr<oftiotlZMmmtt1*1% (RTA-1200 ; B$3fell) U b3- 

SaPIIti ESP f r *> i j- § iRfl£& t iRffi&tft tCJ:otibti-5If^ffjf7D r -5 
A (DSSFFT, V. 21 ; H***«) CiOUdU L/c 0 



-23- 



WO 96/36619 



PCT/JP96/01297 



mmmmm c*o = 



x 1 0 0 





(mg/kg) 


(.96) 


mH&M 3 <Dtt&% 


5 


202.3 


mmm 6 ott^® 


5 


284.5 


UMM 9 Ott^®) 


5 


316.7 


^MMlOOtt^® 


1 


254.8 


Mti&ffl\l(Dtt&%8 


1 


310.7 


MM^}\2CDtt^ 


0.5 


229.5 


nt&Mncbtt&vs 


5 


356.0 


mmmiscDtt&<® 


5 


299.0 




5 


420.9 






157.1 


H»J38©rt:^ 




213.3 


SIMM 11 5© 




342. 9 


HJi$!ll7©rt:£^ 




437.4 


HMMl56©ft:^ 




257.0 


^Jfi0»Jl62©ffc^ft 




265.7 



4~5il£© I CR^vj7*£ l mB^t LTfflWco &mmMtt&<®}£ 5 % 

77t*7^t;iisi/;^ *n^n5 o omg/kg^&n^LTiiirBitgg 
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###J 1 



2- [N- (3, 4-j;n + M>7^) TiJ] - A- (i^^i 
- 1 , 3-f77'-^ 

b>l 0 O^CliSU 3, 4-^n^^>'/^^ D ij F2i gg 

3 0.3 g&mtzo IR^7 3% 0 
"H-NMRCCDCiOff : 1.39C8H.O. 3.95(8H.s). 3.97(3H.s). 4.39(2H.q). 
6.95(lH.d). 7. 46-7. 5K2H.ro), 7.88(lH.s), 9. 91(1H. brs) 
###J2 

2- [N- (2, 4, 5-h»J^m>"/^)7;;]-4-(xh* 



IR(KBr)cnT' : 3299, 3127, 1728, 1665 

'H-NMRCCDCi 3 ) £ : 1.42C3H, t), 3.92(3H,s), 3.97(3H.s), 4.09(3H,s), 
4.43(2H.q). 6.58C1H.S), 7.77(lH,s), 7.850H.S). 11. 130H. brs) 

mmm 3 

2 - [N - ( 2 , 4 , 5-h'jy h^^>7V;b) 7;;] - 4- (hKo 

#%«2T#fc2- [N- (2. 4, 5-F'J^ + W/^)7i;] 
-4 - A) - 1 , 3 - f-T 7*- ;H 5 g £ J ? J - )i\ 0 0 

nrtiz&mu 7k^fb^h>;^A8. 1 9g^7j<i 0 o^(r^L/c7K^^jin^ N 

£^9. 2 g^mzo P6 6%„ 
MS(FAB,m/z) : 399(MH + ) 
IR(KBr)cm~ 1 : 1719. 1655 




n tf KOffcb OK 2 , 4, 5-h'jyh4=-^ 
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'H-NMR(DMS0-d 6 )5 : 3.78C3H.S), 3.92(3H.s). 4.03(3H.s), 6.85(lH.s). 
7.430H.S), 8.00OH.S). 9. 00(1H, brs), 11. 520H. brs) ' 

2- [N-y^^-N- (3, 4-J>n^>;^)7*;]-4- ' 

(N-y^r-y) - 4 - dh^nto) -i, 3 -f7«/-^s 

MSCEI.m/z) : 350 (M + ) 
IR(KBr)cnf 1 : 1719, 1655 

^-NMRCDMSO-dOff :1.41(8H.t). 3.80(3H,s). 3.92(3H,s). 3.95(3H.s). 
4.41(2H.q). 6.93-M>.96(lH.m). 7. 15-7. 21 (2H, m). 7. 90C1H, s) 
#%#J 5 

2- (N-^W;;) - 4- [ (2-^fA7$;if*) TiJtJl 
- I, 3 -f-r^-Jl 

2- (N-y^T*y) - 4 - (x^^;^-; W _ 1( Z _^ TV _ 

*2. 5gm N-^^x^>-^;>3. 5g(«U 10 0'CT 

JRLT*85^eil. 6 8 g£f#/i 0 IR^5 1 . 5% 
MSCEL m/z) : 228 (M + ) 

IR(KBr)cm- ] : 3395, 3198. 3104. 2824, 1657 

'H-NMR(CDCi,)<y :2.27(6H.s), 2.50(2H,t). 2.97(3H.d), 3.49(2H.m), 
5.37(lH,br), 7.30C1H.S). 7. 46C1H, br) 

mrnm 6 

2 - [N- (4, 5-^n + y-2-hFn + ^>7V^) T $ y] - 4 
- (x h4-yi7;Ufx^) - 1 , 3 -?TV-Jl ■ Wtmm 
##i2tf#/:2 - [N- (2, 4, 5-M)n + W^) 7;7] 

3-f7'/-;H8. 2gi:Iih'^> 
17. 5g, f'j^>3. 9 3gM'N, N-^>W^7;K15 0^ 
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mmttmvtio ^®&£h£mm£^nm£hLTwm{t<k®} i 4.' s s ^mz 0 jr 

MS(BI,m/z) : 413(M + ) 

IR(KBr)cnf 1 : 3135. 1715, 1709, 1644 

'H-NURCDMSO-dOff : 1.3K3H.O. 1.91(3H.s). 3.78(3H.s), 3.83(3H.s), 
4.30(2H,q). 6.61(lH.s). 7.640H.S). 8.11(lH.s), 11. 5(1H, brs). 
12.4C1H. brs) 

mmmi 

2 - IN- tf-JU-N- (3, 4 - ^ S h*i/s<>y*J Jl) 7^] - 4 - 
[ (2 -i?^f-;l/T * ;xf;p) t $ y - i , 3 _^ T7 -_ ;I/ . v 

#%M4T1#/c2- [N-y^;U-N- (3, 4 - V J h 4- > W ;U) y 
- 4- + - i, 3-*-T'S-Jl8. 4 1gtN, N 

& Ltz^s is 'J *f;^nv h^77^ - ( ? dd^U : /• ^ J -A= 5:1) 

MS(EI,m/z) : 392(M + ) 
IR(KBr)cnf 1 : 3380. 1649 

'H-NMR(DMS0-d 6 )<5 :2.84(6H.s). 3. 21-3. 35(2H. m). 3. 60-3. 66C2H. m). 
3.70C3H.S). 3.82(3H.s), 3.84(3H.s). 6.0K2H. s), 7.09(lH,d). 
7.25-7.28(2H.m). 7.930H.S). 8.56C1H. t). 8. 60-10. 00OH. br), 
13. 00-14. 00C1H. br) 
(fiii£B) 

###J 5 T» tz 2 - (N-y^;UT^y) - 4- [ ( 2 -i)^^ 7 ;yxf 
A) T i y # - l , 3-f77-;H. 68gt3, 4-i?y^i/ 

7x-;LfIf|0p --hD 7x-A-i7f^ 2 . 2 3 1 4 0 °CT' 6 BfPffl 
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2- [N- (3, T$y] _ 4 _ [ (2 _ T$y 

##MlT-f#/c2- [N- (3, 4-5?y h + M>7VA) y*,] - 4- 

1 0 O'CTl M!SI#(^ 0 El£«*»E**U Mfti:/^; 
5 0«#*Jn**fffl b^ B H s eW§ C tj: J; t)mm<t&®(D7 <J — <-x 

MS(FAB,m/z) : 351 (MH + ) 

IR(KBr)cm-' : 3400, 3381, 1653. 1650 

] H-NMR(DMS0-d 6 )(5 : 2. 99C2H, m). 3. 56C2H, m). 3.86(3H,s), 3.87(3H.s). 
7.11(lH.d). 7.73-7.80(2H. m ). 8.14(3H.br). 8.2SOH.O. 12.680H.br). 
13. 00-14. 00C1H, br) 

T. ^Td^-T^JI^I 3 ~ 2 1 ®lt&%Q$;mmLtz 0 

nmm 3 

2 - [N— ( 3 , 4-i^ 7;7] -4 - 

*T*yif.,io Tiyxjix-ju -l, 3-f7y^. 7 w.>|tfi 

MS(FAB,m/z) : 379(MH + ) 
IR(KBr)cm _) : 3359, 1650. 1551 

'H-NMR(DMSO-de) <? : 2. 83C6H, s). 8.24(2H.t). 3.64(2H,q), 3.86(3H.s). 
3.87C3H.S). 6.03(2H.s). 7.12(lH.d). 7. 71-7. 80C2H. m ). 7.88 0H.S). 
8.20OH, brs). 12. 58(3H. brs) 

umm 4 

2 - [N- (3, F + ^>W;b) 7 ; y ] - 4 - [ [ 2 - ( l - 
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ZPyVJl) if*] 7;;*;^] - i, 3-f7>/-*. 2tttt£ 
MS(EI,m/z) : 401 (M + ) 
IR(KBr)cra- J : 3142, 1676, 1578 

3 H-NMRCDMS0-d 6 )c5 : 3. 73-3. 86(8H, m). 4. 39-4. 42(2H, m). 7.11(lH,d). 
7.66-8.28(6H.m), 9. 20-9. 21 (1H, m), 12. 64C1H, br), 14. 77(1H, br). 
13. 00-14. 00C1H, br) 
1115 

2- [N- (3, h*^>7V;[/) TiJ] - a- [ (2-S>i? 

*7;;xf;|,)7;y**t:-*] -1, 3-f77'-;b 
MS (FAB, m/z) : 407(MH + ) 
IR(KBr)cm"' : 3390. 3246, 1684, 1659 

'H-NMRCDMSO-de) 6 :1.25(6H.t), 3. 13-3. 25(6H, m). 3. 65-3. 72(2H, m), 
3.87(6H,s), 7.12UH,d), 7. 73-7. 80(2H, m). 7.96(lH,s). 8.40OH. t), 
10.57ClH.br), 12. 67C1H. br) 

umm 6 

2 - [N- (3, 4-^n + ^>7V*) 7i;] - 4- [ 
^otVt,7;yx^) TiJZJltf-jl] - 1, 3-f7-/-;h7bOS 

•am 

MS (EI, m/z) : 434 (M + ) 
IR(KBr)cm" 1 : 3403, 1671, 1651 

1 H-NMR (DMSO-d ,) 6 : 1.30(1 2H. d), 3. 10-3. 78(6H, m), 3.86(6H,s). 
6.05(2H.s), 7.12(lH,d), 7. 70-7. 89(3H. m), 8. 30-8. 70(3H. br). 
12. 54C1H. s) 

mmm i 

2- CN- (3, 4 -iSS h*is^yVJ)l) TiJ] - A- IN — /=f- )l- 
N- (2 -i?J=f-JlT Uxf*) T ;;i7;l,^] - i , • 

MS(FAB,m/z) : 393(MH + ) 

IR(KBr)cm" 1 : 3453. 1617. 1516, 1269 
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'H-NMRCDMSO-de) 6 : 2. 40(6H, br). 2.81(2H.m), 3.06(3H,m), 
3.68(2H,brs). 3.85(3H,s). 3.86(3H,s), 6.59(2H.s), 7.11(lH.d). 
7.59(lH.d), 7.77(2H,m) 

2 - [N - ( 2 , f + ->A:>^^) T i J 2 - 4 - [ ( 2 - V J =f- 

JIT i yxfAO T $ J XJltf-jll -1,3 -f7'/-A • 7K>i| 
MS(EI.m/z) : 377(M + ) 
IR(KBr)cnf 1 : 3335, 1709, 1653 

'H-NMR(DMSO-d 6 )d> :2.59(2H,t). 2.84(6H.s). 3.61(2H.q), 3.89(3H.s). 
4.04(3H.s). 6.02(2H,s), 6. 73-6. 80(2H. m), 7. 87-7. 96(2H. m). 
8.47C1H. t), 8. 60—10. 00ClH.br). 11. 23C1H. s). 13. 00-14. 00C1H. br) 

nmm 9 

2- [N- (2, 4, 5-h'jy h + ^>W^) 7;;] - 4- [ (2- 
^^7;;x^) -1, 3-f7'/-^.7K>l 

MS(EI,m/z) : 407(M + ) 
IR(KBr)cm _I : 3322, 1657, 1611 

1 H-NMRCDMSO-de) 6 : 2. 83C6H, s), 3.25(2H,t), 3.60(2H.t). 3.78(3H.s), 

3.93C3H.S). 4.07(3H,s), 6.02(2H,s), 6.89(lH,s), 7.51(lH,s), 
7.89C1H.S), 8.520H.O, 8. 60-10. 00(1H, br). 11.25(lH.s), 
13.00 -14. OO(lH.br) 

mmm 1 o 

2 - CN - ( 2 , 4 , 5 - h 'J y h- 4- 'X > W ;[/) T $ J ] - 4 - [ ( 2 - 

MS(FAB,m/z^ : 437(MH + ) 

IR(KBr)cnT : : 3380, 3331, 1664, 1610 

'H-NMRCDMSO-de) 6 :1.21(6H,t), 3. 16-3. 26C6H, m). 3. 57-3. 64(2H, m). 
3.93C3H, s\ 4.07C3H.S). 4.20(3H,s), 6.01(2H.s). 6.89(lH.s). 
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7.5K1H.S), 7.890H, s), 8. 51 (lH.br). 11. 240H, br), 
13. 00—14. 00(1H, br) 

mmmi 1 

2-[N-(2, 4, 5 — h 'J y hJr > VV )l) 7 ; y] — 4 — [ ( 2 — 

^y^D^7*;if^) 7;;*^^] - i, 3-^7-/^.71, 

MS(EI.m/z) : 464(M + ) 
IR(KBr)cm~' : 3320, 1660. 1609 

'H-NMRCDMSO-de) (5 : 1.29C12H, d), 3. 18-3. 77(6H. m). 3.79(3H.s). 
3.93C3H.S). 4.07(3H,s). 6.02(2H.s). 6.89(lH.s). 7.51(lH,s). 
7.89C1H.S). 8.50-8.55(2H.br). 13. 00-14. 00(1H. br) 

mmm 1 2 

2- [N- (2, 4, 5-h'jn + ^>^;b) 7 ;;] - 4- [N-> 

(2-^yyDh^7;yif^) 7;;*;^] -1, 3- 

MS(EI,m/z) : 478 (M + ) 
IR(KBr)cnT ] : 3333, 1657, 1620 

'H-NMR(DMS0-de)£ : 1. 15-1. 4302H, br). 3. 05-3. 78C12H. m), 3.92(3H.s). 
4.04C3H.S). 6.03(2H,s). 6.87(lH,s). 7. 46C1H. br). 7.70(lH,s), 
8.30-8.90(lH,br), 11. 30-11. 450H. m). 13. 00-14. 00OH. br) 

mmm 1 3 

2 - [N - ( 2 , 4, 5 - h U / V * is ^ y W Jl>) T $ J ] - 4 - [ [ 2 - 
( N - -f 7 7° n tVU-N-y^T U) x^;U] y ^ y a^tf^i,] - i , 3 
-f77-;b 
MS(FAB.m/z) : 437(MH + ) 
IR(KBr)cm" 1 : 3220, 2965, 1657 

•H-NMRCCDCi,)^ : 1.05(6H.d). 2.27(3H,s), 2.62(2H.t), 2. 90(1H, m), 
3.49(2H.dd). 3.93(3H,s), 3. 99C3H. s). 4. 11 (3H, s), 6.59(lH,s), 
7.64(lH.brs), 7.74(lH.s), 7.78(lH.s), 11.05(lH,s) 
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mmm 1 4 

2- [N- (2, 4, 5-F'jn^M>'/^l/)7;;]-4 - [[2- 

MS(ELm/z) : 451(MH + ) 

IRCKBr)cm- ] : 3350, 2970, 1655, 1609 

] H-NMR(DMS0-ds) <5 :1.27(9H, m), 3. 16(4H. m), 3. 64(3H, brs). 3.78(3H.s), 
3.93(3H,s), 4.08(3H.s). 6.89(lH,s), 7.51(lH.s). 7.90(lH.s), 
8.69C1H. t), 10.lKlH.brs). 11.31(lH,s) 

9mm \ 5 

2- [N- (2, 4. F + ^>7V/1/) 7U] - 4- [ [2- 

[N- [2- (3, hlris? x— ;U) -n_^^ ;[/7 ? y j x 

f-^U] 7;;*;^'-;H -1, 3-^ T7 -_ ;l/ 
MS(FAB.m/z) : 559 (MH + ) 
IRCneaOcnr 1 : 3300, 3250, 1655 

'H-NMR(CDCi? 3 )£ :2.38(3H.s), 2. 66-2. 75(4H, m). 3. 53-3. 56(2H, m), 
3.76~3.86(2H,m). 3.80(3H,s), 3.85(3H.s). 3.91(3H,s). 3.97(3H.s), 
4.04(3H,s), 6.56(lH,s), 6. 75-6. 82C3H. m), 7.52(lH.br), 
7.74-7.75(2H.m). 11.04C1H, br) 

nmm 1 6 

2- [N- (2, 4, 5 — h U /• h^r i"< > 7V ;U) 7;7] — 4 — [ [ 2 - 
[N- (2 - t Kn + i/^.f-;b) -N-fy^n tr^y ^ y ] tu* 
;L,^;U] - i , 3 _^ T7 -_ ;U 

MS (FAB, ra/z) : 467(MH + ) 
IRCneaDcm" 1 : 3322, 1655 

] H-NMR(CDCi 3 )<5 : 1.05(6H,d), 2.64(2H.t). 2.30(lH.br), 2.70(2H,t), 
3. 02C1H, quint). 3.47(2H.q). 3.6K2H. t), 3. 92(3H. s). 3.99(3H.s). 
4. 14C3H.S), 6.580H.S). 7.71(lH.br), 7.74(lH,s), 7.77(lH,s). 
11.20C1H, brs) 
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2- [N- (2, 4, 5-MJntM>7Vi)7;y] ! -4-[[2- 

MS (FAB, m/z) : 249(MH + ) 
IR(KBr)cm _1 : 3312, 1732, 1662 

'H-NMRCCDCi s)6 : 2. 35(2H, quint), 3.42(2H,t), 3. 76-3. 81 (2H, m), 
3.92(3H,s). 3.99(3H.s), 4.03(3H.s). 4.16(2H.t), 6.58(lH,s), 
7.770H.S), 7.870H.S), 11.12(lH,s) 

mmmi 8 

2 - [N- (2, 4, 5-F'Jn + ^>^;l,)7;;] - 4- [[2- 

(N-- rvrntr;i,T$ y) y * y a**-*] - 1, 3-*tv-* 

MS (FAB, m/z) : 423 (MH + ) 

IR(KBr)cm-' : 3220, 2959, 1659, 1608 

'H-NMR(CDCi 3 )d> : 1.09(6H,d). 2.86(3H,m), 3. 54(2H, dd). 3.93(3H.s), 
3.99C3H.S). 4.13(3H,s). 6.59(lH,s), 7.550H.O. 7.76(lH.s), 
7.78(1H, s), ll.00OH.brs) 

^t&m 1 9 

2- [N- (2, 4, 5 - h »J /■ h^i^O'/JJl) 7 i Jl - A - [ [2 - 
[N- Uh + i/i7;^-;Mf^) -N-^v^Dh^] 7;;x^] 7 ? 
7 £ ;!/]- 1 , 3-f77-;b 
MS (FAB. m/z) : 496(MH + ) 
IR(neat)cm-' : 3346. 1743, 1655 

'H-NMR(CDCi 3) <5 :1.06(6H, d), 1.26(3H.t). 2.79(2H.t). 
3.06OH.quint). 3.33(2H.s). 3.48(2H,q). 3.93(3H,s), 3. 99(3H. s), 
4. 12C3H.S). 4.23(2H.q). 6.59(lH.s). 7.75(lH,s), 7.79(lH,s), 
7. 89-7. 91 OH. m). ll.lOOH.s) 

%mm 2 0 

2 - [N- (2, 4. 5-MJn + -X>WA) 7;;] - 4 - [ [ 2 - 
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$ 7 *Jltf—Jl>] - 1 , 3-^ T y"_ ;L/ 

MSCFAB,m/z) : 467(MH + ) 
I R (neat) cm" 1 : 3307, 1655 

'H-NMRCDMSO-de) <5 : 1. 00C6H. d), 2.88C2H.O. 3. 13C1H, quint), 
3.15(2H,s). 3.48~3.52(2H,m), 3.78(3H.s), 3.92(3H.s), 4.05(3H.s). 
6.87C1H.S). 7.48(lH,s), 7.88(lH.s). 8. 53-8. 56C1H. m), 
8.73— 8.76(lH,m), 12. 23C1H. br) 
nffiM2 1 

2- [N- (3, 4-^^^>7V;l) T~ y] - 4- [ ( 3 - 'J * f- 

;ut$ yyoh'A) 7;;*;^] -1,3 -frv-^ ■ 7 

MS(FAB,m/z) : 393(MH + ) 
IRCKBiOcnT 1 : 3389, 1659 

] H-NMR(DMS0-d 6 )5 : 1.74(2H,q), 2.33(6H.s). 3.17(2H,s). 3.32(2H.q), 
3.85(3H,s), 3.87(3H,s), 6.51(lH.s). 7.11(lH,d). 7.77(2H,m), 
7.97C1H, t) 

mmm 2 2 

2 - [N - ( 3 , 4 - y y h 4- y 1 y w A) r$y] - 4- [2 - ( 1 - 1° 

xf^7 S y - 1 , 3 -f77-;i ■ 7K>|i 

##011 1 T#7-c2 - [N- ( 3. 4--^n + ^>^^) 7^] - 4- 
(x^-/*;L^) -i, 3-f77-;H0. 0gi:2- (1 - 
-;!/) xfA7^ > 1 5. 4 gOI^l 0 0°C-C2Wmm.WLtz o 

b%^u^{ ymmtbtzm, / ^ j -Ji^ow^siLrmmt^i 2. 2g£ 
ntz 0 i&m 7 7 % 0 

MS(FAB,m/z) : 420 (MH + ) 
IR(KBr)cm"' : 3568, 3550, 3416, 1668 
'H-NMR(DMS0-d s )5 : 2. 49-2. 63C4H, m), 3. 07-3. 10(2H, m), 
3.31-3.46(6H,m), 3.86(3H,s), 3.87C3H, s). 6.02C2H, s). 7. 12(1H, d). 
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7.72~7.83(4H,m). 8.47(lH,br). 12.50OH.br). 13. 00-14. 00(2H. br) 
3 

2- [N- (3, 4-i?n*M>7-fA) T^y] - 4- [2- 

mm 2 2rmz<t&®®y>)-s<-x2. og^i3o^i«u 35 

%*AAT;birt K9 5 Omg^-Jo^S 0 TCT 1 * |BT9# L/c 0 El£jft£ftfcLfc 

«IEffc£& 1 . 6 g £?#/c Q fRsp 5 9 % a 
MS (FAB. ra/z) : 434 (MH + ) 
HKKBiOcnr 1 : 3280. 3200. 1655 

'H-NMRCDMSO-de) 6 : 2. 83 (3H, s), 3.38-8. 71 (12H.i). 3.86(3H.s). 
3.87(3H.s), 7.120H,d), 7. 73-7. 95C3H. m). 8.31(lH,br). 12.680H.br). 
13. 00-14. 00OH. br) 

mmm 2 4 

2 - [N - ( 3 , 4-^n + ^>^^) 7 ; y] - 4 - [ 2 - [ 4 - 
(2-t Kn + J/ifA) - 1 -^7^] Xf^7;;*;t,^] - lt 

3 - f7 7'-;l • 3 igg£& 

4 0»r>J^t- 4g*lin*MT8IWS«Jf^fc 0 SlCift** 
fcU Tfc^fc*^* h 'j^A4 0 Orag^jD^^ST-l 2 L,fc 0 gffijft 
fw*5 0^HD^ ^DDtw^t^;-^©i)|tiJi}U Wf!Ji£2Ni& 

2 0:1) TfcfiU » £*lfcrt:£tt£j:*y-;U2 OatfKgJBU ftl^'4N 
-Jl£0Wm&LT^ Mmit&<®)G 5 0mg£f#/c o i&ip2 7% Q 
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MS(FAB,m/z) : 464 (MH + ) 
IRCKBr)cm _1 : 3300. 3225, 1676 

'H-NMRCDMSO-de) 6 : 2. 38-2. 5302H, m). 3. 19-3. 51 (5H, m), 3.86(3H.s). 
3.87C3H.S). 7.09(lH,d). 7. 52-7. 77(4H, m), 11.00 —11.50ClH.br). 
13. 00-14. 00C3H. br) 

mmm 2 5 

2 - [N- (3, 4 - i?/ h^ris^y *J4)V) 7;7] - 4- [2 - [ (2 - 

nt&m2v&tz{t&yd<£>7 u 5 g 1 2 -^wtf-T'/ij > 5. 7 

g©S£#l£l 5 0°C"C1 BfHH!#Lfco EC&ffi£Bc#L*:gU ^7-^50 

^^tiDx.t/fffit^M H B H ^»-r^z ttccko. «aa<b^«3. 6 3 g£?#/c G ir 

MS(FAB.m/z) : 436(MH + ) 
IR(KBr)cnf 1 : 3400, 3000, 1642 

'H-NMR(CH 3 0D) 6 : 3. 56—3. 66(6H, m), 3.94(6H.s), 4.01(2H.t), 

7. 10(lH.d), 7.63(lH.d). 7.69(lH,dd). 7.820H. s) 
HMJ2 5©MCWU, ^»J2 6-2 B(Dit^^mMLtz 0 

mmm 2 6 

2 - [N - (3. 4 - ^ y h W ;u) r ^ y ] - 4- [2 - [ ( 2 - 

h e n >; i^-7?>) >r ^ y ] x^;t,y ? y #;Utfzi;t,] - 1 , 3-f7"/-^ • 3 

MS (FAB, ra/z) : 418(MH + ) 

IR(KBr)cm- 1 : 3420, 3083, 1649, 1618 

'H-NMRCDMS0-d 6 )<5 : 2.03(2H,q), 2.78C2H, t), 3. 41-3. 63(6H, m), 
3.85C3H.S). 3.86C3H, s), 7. 12(1H. d), 7.7K1H. d), 7. 76C1H. dd). 
7. 86C1H. s), 8.06OH, brs), 9. 55(2H, brs), 12. 57(1H, brs) 

mmm 2 7 

2 - IN- ( 3 , 4 - s> y h * i/i y W )i) t $ y ] - 4 - [ 2 - [ ( 2 - 
^-tf'/y -r$y] x^;ut = y -1, 3-^77'-^ 
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MSCFAB.m/z) : 420CMH + ) 
IRCKBiOcnT 1 : 3380, 2910, 1643 

'H-NMRCDMSO-de) 6 : 3. 34 (2H, t), 3.54C2H, t), 3.70(2H.t). 3. 92(3H, s), 
3.93C3H.S), 4.29C2H, t). 7.08(lH.d). 7.63(lH.d). 7.68(lH.q). 
7. 760H.S) 

mmm 2 8 

2 - [N- (3, 4 -ay h + iy^>7V;i/) r $ y ] - 4 - [ 2 - [ (2 - 
$ yy*u i?--r>) >r $ y ] if^r $ y #;t/^;n - 1 , 3 -^ T7 -_ ;u 

MS(FAB,m/z) : 419(MH + ) 
IR(KBr)cm _1 : 3389, 3197, 1676 

'H-NMRCDMSO-de) 6 : 3. 17(1H, s), 3.31(2H,m), 3. 40(2H, brs), 3.57(4H.s), 
3.78(3H,s). 3.79C3H.S). 6.92(lH,d), 7.26(lH,s), 7.68C2H,m), 
8.3K1H, br) 

nmm 2 9 

2- [N- (3, h + 7;;] - 4 - [ 

^7;;W)7;;*;^-i] -1, 3 -f7'/-;l • 2£tt£ 

###J 1 rmz<t&®5 gi: 1 , 4-^>s>7$>i3. lg^So*, 

1 0 0°CT-2B#TO#L/r o ElE«**ffi«*L, a«tti:*m^D D *^ 

2 - [N - ( 3 , 4-i?n + i/^>7-fA) T ~ y ] - 4 - [ (4-7;;7' 
&^Tw©ft£$&£4^4 5^Cl*gJ§?U *#T3 5%*;l^<) >2. 3g£ 

^•ME^iL/:^ ->'J *^?D7^'77^ - (?dd^A : y ^y-;b 
= 50:1) -etSSL. 93Z1t&fa<D7 'J-^-X 1 . 0 g£?#fc 0 Z(Dlt&%D 

MS(FAB.m/z) : 407(MH + ) 
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IR(KBr)cnr ] : 3350, 3245, 1601 

1 H-NMR (DMSO-d 6 ) d> : 1.55C2H, m), 1.64(2H.m). 2.70(3H,s), 2.72(3H.s), 
3.03(2H,m), 3.30(2H.m). 3.85(3H.s), 3.87(3H.s), 7. 12(lH,d), 
7.73~7.80(2H,m), 7.85C1H, s), 7.97GH. t). 10. 48C1H. br). 12.64(lH,br) 
3 0 

2 - [N- (2, 4, 5-f'jn + ^>V>fiO 7U] - 4- [(2- 
ymit-f- h V V A 2 7 8 mg£N, N-i?ym^A7; Kl OmSlzmMU 
SU(C2- [N- (2, 4, 5-h'J/h + ^>7V;l) 7;;] - 4- (hK 
TiVl Oa^CBSU =• yi/-;U 8 2 7mg^Sox.^Tl Ml 

W&gh LT. Hf£ft:-£^ 1 . 4 g ^#/c 0 7 4 % 0 
MS(FAB,m/z) : 410(MH + ) 
IRCKBiOcnf 1 : 3316, 1727, 1655 

'H-NMRCCDCi,)* :2.35(6H.s). 2.73C2H.O. 3.92(3H.s), 3.99(3H,s), 
4.10C3H,s). 4.46C2H. t), 6.58(lH.s), 7.77(lH,s), 7.860H. t), 
1L140H, brs) 

mmm 3 1 

2- [N- (2, 4, 5-h>M h + r^y] -4- [ (2- 

MS (FAB, ra/z) : 438 (MH + ) 
IR(KBr)cm" 1 : 3308, 1721. 1659 

'H-NMRCCDC^o : 1.07(6H,t). 2. 63C4H. q). 2.86(2H.t), 3.92(3H,s), 
3.98(3H.s), 4.09C3H.S). 4. 42(2H. t), 6.58C1H, s). 7.77(lH,s), 
7.830H, s). 11. 13C1H, brs) 
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mmm 3 2 

2- [N- (2. 4, 5-h'jn + M>'/^;0 7;;]'-4 - [(2- 

MS (FAB. ra/z) : 466(MH + ) 
IR(KBr)cm- ] : 3306, 1721. 1655 

•H-NMRCCDCiOd* : 1. 04C12H. d). 2.80(2H.t). 3.04(2H.q). 
3.92C3H.S). 3.99(3H,s). 4.09(3H,s). 4.28(2H.t). 6.58(lH.s). 
7.77C1H.S). 7.840H.S). 11. 13(1H, brs) 

mmm 3 3 

2 - [N - (3. 4 - if t Y * i/^ y w ji) y^y] - 4 _ [ ( 2 - iP / f- 

MSCFAB.m/z) : 380 (MH + ) 
IR(KBr)cm _1 : 3245. 1738, 1680 

'H-NMRttDCi^d. :2.31(6H.s). 2.68(2H.t). 3.94(3H.s). 3.96(3H.s). 
4.88C2H.O. 6.94(lH.d). 7. 48-7. 53(2H, m). 7.87(lH.s). 9.50(lH.brs) 

mmm 3 4 

2 - [N- ( 2 - 7 ; y - 4, 5 - 9/ h*^> W;u) r $ yj - 4 - 

MS(FAB.m/z) : 394 (MH + ) 

IR(KBr)cm- ! : 3393. 2955. 1655, 1526, 1296 

'H-NMRCDMSO-de) 6 : 2. 80 (3H, s), 2.82(3H.s). 3.26(2H,q), 3.68(2H,q). 
3.80(3H.s), 3.82(3H,s), 4. 40-6. 40(4H, br), 6.83(lH,s), 7.53(lH.s). 
7.980H, s), 8. 43C1H. t). 10.59OH.brs) 

mmm z 5 

2 - [N - (4. h + y-2--hD^<>7V^) 7;7] - 4 - 
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[ ( 2 - it/^JiT i ;zf;i/) t ^ y ^^.-K— AO - i , 3 -^ T »/_, u 
MS(FAB,m/z) : 424 (MH + ) 
IROtBiOcnT 1 : 3428, 1663. 1549, 1522, 1298 

] H-NMR(DMSO-d$) 8 : 2. 20(6H, s), 2.43(2H.t), 3.37(2H.q), 3.93(6H,s). 
7.36(lH,s), 7.70(2H.m). 7.84C1H. s) 

mmm 3 6 

2- [N- (2-7'd^-4, 5-i?nt^>-/>f;i,) T^y] - 4- 
[ (2->J/i-)lT I ;ifi) r = JtDl^-)l1 - 1 , 3 -fy/-^ 
MS(FAB,m/z) : 457(MH + ) 

IR(KBr)cm-' : 3410, 1672, 1657, 1545, 1507, 1269 
'H-NMRCCDCi 3 ) 6 : 2. 22(6H, s), 2.57(2H,t). 3.54(2H,q), 3.91(3H,s). 
3.94C3H.S), 7.09OH.S). 7.36C1H.S). 7.57C1H. t), 7. 76(1H. s) 

mmm 3 7 

2 - [N- (4, 5-^^-/-2-bfot^>7V^) 7; y] _ 4 

- [ 7;;*;to^ - 1, 3-f77*-A 
MS(FAB,m/z) : 395CMH + ) 

IR(KBr)cm _1 : 3401, 1655, 1549, 1491. 1244, 1217, 1206 
'H-NMRCCDC^d* :2.58(6H.s). 2.93(2H.t). 3.48(2H.q), 3.72(3H,s). 
3.75(3H.s). 6.43(lH.s). 7.42(lH.s). 7.59(lH.s). 8.25 0H. t) 

mmm 3 8 

2 - [N- (4, 5-^/h + i/-2-hKn + M>7V;i / ) Ti J] - 4 

- [ (2-^V7 , Dh^7;yi^) 7;;*;^] - 1, 3-f-TV" 

t#«6T»fc2- [N- (4, 5-^y h*i/-2-kKD*M>"/-f^) 
7;;]-4-(x^i/*;^)-i, 3 -^T7"-;u • it^ial 5. 4 

1 2 0-CT3 O^flifftL/Co S£Ett^«ES*L. Slffttd 7 n n *jl 
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MSCFAB.m/z) : 451 (MH + ) 

IR(KBr)cm -1 : 3401, 1661, 1522, 1267 

'H-NMR(DMS0-d 6 )d> : 1.32(12H,m). 3.16(2H,m), 3.63(4H.m), 3.77(3H.s), 
3.82C3H.S). 6.840H.S). 7.50(lH,s), 7.89(lH.s), 8.71(lH.t). 
9.56(lH,br), 11.79(lH,brs), 12.00(lH,br) 

owm&Lx^ mB<t&®)(Di*mi& 1 4. o g*mz 0 
mmm 3 9 

2- [N- (4, 5-S?/. 2-9 t=1-)l7 i J ^y*f j )i) T ; y] 

-4- [ (2-i?^^7Uxf;b) T^y^;l^-;H - lt 3 _ f7 -;_ 
^ • 2 i^^iM 

MS(FAB,m/z) : 422(MH + ) 

IR(KBr)cm- J : 3410. 1526, 1422, 1339, 1294 

'H-NMRCDMSO-de) 6 : 2. 81 (3H. s), 2.83(3H.s). 3. 12C6H. s), 3.28(2H.q). 
3.68(2H,q), 3. 94(3H, s), 4.80(3H.s). 7.49(lH,s), 7. 67C1H. s), 
8.05C1H.S). 8. 99C1H. brs). 10.70OH.brs) 

nmm 4 0 

2 - [N - ( 4 , h + ->-2 -/f;K>'^^) r ~ y ] - 4 - 

[ ( 2 -yyfAT ^ ;if)0 t ^ y ttJitf-m - 1 , 3 _^ T7 -_ A . 

MS(FAB,m/z) : 393 (MH + ) 

IR(KBr)cm" ] : 3474. 2983, 1674. 1561, 1271, 1146 

1 H-NMRCCDCi 3 ) < 5 :2.15(6H,s). 2.50(3H,s), 2.55(2H.t). 3.53(2H,q). 

3.9K3H.S), 3.93(3H.s). 6.760H.s). 7.22(lH,s). 7.62 0H. t). 

7. 71 (1H, s) 
^tm\A 1 

2 - [N- (4, 5-i?^h + i/-2-7tf^7*;^> > /-f^) 7;;] 
-4- [ (2-y^^7;;x^) 7;;*^feb] - 1, 3 - f7 y_ 

Ji 
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MS (FAB, m/z) : 436 (MH + ) 

IR(KBr)cm _1 : 3565, 1650, 1555, 1534, 1292 

'H-NMRCCDCi 3 )o : 2.24(9H,s), 2.57(2H,t), 3.50(2H,q). 3.76(3H.s). 
3.99C3H.S). 7.38C1H.S). 7. 62C1H. t), 7.74(lH.s). 8. 43C1H. s) 

mmm 4 2 

2- [N- COW A) TIJ] - A- [ (2-^yW;;xf;l,) y 
$ y#;U 1 , 3 -5^T • 
MS(EI,m/z) : 318(M + ) 
IR(KBr)cm _1 : 3400, 1669, 1644 
'H-NMRCDMSO-de) 6 :2.81(6H,d), 3. 24-3. 30(2H. m), 
3.65-3.72(2H.m), 7. 53-7. 70(3H, m). 8. 00-8. 41 (4H, m). 
10. 58 0H. brs), 12.840H, s) 
nifcM4 3 

2- [N- (2-n + ^>7-f;0 T$y] - 4- [ (2-^y^;UT$ 
y T ^ y -1, 3-f7'/-i^7K>|g 

IR(KBr)cm-' : 3320, 3050, 1660, 1610, 1570. 1540 
J H-NMR(DMS0-de)(5 : 2.83C6H.S), 2.76(2H.q), 3.61(2H,q). 3.98(3H,s). 
6.02C2H.S). 7. 13C1H, t), 7.27(lH.d). 7. 58-7. 63(2H, m). 
7.84UH, dd), 7. 93C1H, s). 9. 30(2H, brs), 11.670H, s) 

nmm a a ' 

2- [N- (3-n + ^>^^) T^y] - A- [ (2-i^yf^7; 

IRCKBiOcnT 1 : 3400, 3200, 2966, 2689, 1690, 1670. 1580, 1560, 1520 
] H-NMR(DMS0-d 6 )5 : 2.80C3H, s), 2.82(3H.s). 3.26(2H,q), 3.68(2H,q), 
3.86(3H.s), 6.91(lH,brs), 7. 17-7. 24(1 H. m), 7.47(lH,t), 
7.65-7.70(2H, m). 8.01(lH,s), 8.39(1H, t), 10. 68(1H, brs), 
12. 84C1H, brs) 
UmMA 5 

2 - [N- ( 3 - 9 oo^> W Jl) T i J ] - A — [ (2 — V / ^ JIT I J 



-42- 



WO 96/36619 



PCT/JP96/01297 



IR(KBr)cm-' : 3300. 1669, 1659. 1541 

'H-NMRCDMSO-dg) <5 : 2. 83(6H, s), 3.24(2H.t). 3. 31 (3H. brs). 3.63(2H.m). 
6.02C2H.S). 7.60C1H, t). 7.72(lH.m). 7.93(lH,s). 8.04(lH.m). 
8. 15(lH.m). 8.2K1H. t) 

mm 4 6 

2 - [N- (4-n + ^>^;l) y] - 4 - [ (2 -i^^T * 

y^;to r = y - l , 3 -f77-;b • 2&^i& 

IRCKBiOcnT 1 : 3400. 3150, 3050. 2950, 2700. 1670, 1655, 1603 
'H-NMRCDMSO-de) 6 : 2. 80 (3H, s), 2.82(3H,s). 3.25(2H.q). 3.68(2H.q). 

3.85(3H.s). 4.680H.S). 7. 05-7. 15(2H, m), 7.96(lH.s). 

8.01-8. 15(2H.m). 8.360H. t). 10.54(lH.s). 12. 640H. s) 

2- [N- (2, 3 ->>y h + ^^>y'V;u) r~ y] - 4- [ (2-^yf- 

MS(EI,m/z) : 318(M + ) 

IRCKBr)cm~ 3 : 3403, 3297. 1671. 1580 

'H-NMRCDMSO-de) 5 : 2. 83(6H, s), 3.25(2H,t). 3.61(2H,q), 3.88(3H.s). 
3.89C3H.S). 6.02(2H,s), 7. 20-7. 33C3H. m), 7.91(lH.s), 8.35C1H. t). 
9.00-10.00(2H.br). 12. 00(1H, brs) 

mmmA s 

2 - [N- (2-h Fn + i/-3-y h + -/<>7^;b) T i J] - 4 - 

[ ( i y xf;i/) r ^ y - 1 , 3 -fyy"-^ • v 

MS(EI.m/z) : 304 (M + ) 
IR(KBr)cm~ 1 : 3400, 1660, 1551 

'H-NMRCDMSO-ds) d : 2. 83(6H, s). 3.26(2H.t). 3.60(2H.q), 3.89(3H.s). 
6.03(2H.s). 6.94C1H. t). 7.22(lH.dd), 7.59(lH,dd), 7.85(lH.s). 
8.54C1H. t). 9.00-12.00(3H,br) 
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mmmA 9 

2 - [N - ( 4 - t K o df. *, - 2 - j h * W Jl) T i J ] - 4 - 
[ (2-^7^nh^7;yxf;l,) 75;*^^] - 1, 3 -f77- 
^ • 2 fM^i& 

'H-NMRCDMSO-ds) 6 : 1. 29-1. 33(1 2H. m), 2. 47-2. 51 (2H, m). 
3.19-3.58(4H.m). 3. 59-3. 76(2H, m). 3. 97(3H. s). 6.82(lH.s). 
7.870H.S). 7.90OH.S). 8. 53-8. 68C1H. m). 9. 09-9. 23(1H. m). 
11.280H.S), 11.4K1H.S) 

mmm 5 0 

2 - [N - (2-tKn^i/-4 - ^ h + ^^>7^;l/) 7 > ;] - 4 _ 

[ (2-^v^d^7$;x^) 7?;*;^] - i, 3-^77- 

'H-NMRCCDCi 3 ) <5 : 1.22G2H, d). 2. 88-2. 91 (2H. m), 3. 25-3. 31 (2H. in). 
3.61-3.65(2H.m), 3.82(3H.s). 6. 41-6. 50C2H. m). 7.69 0H.S). 
7.81-7.84(lH,m), 8.07(lH.d). 10.82(lH,s). 11.430H. s) 

mmm 5 1 

2 - [N - ( 2 , 5-^yh+^>^;l/) T ^ J ] - 4 - [ 
JlTl J JL + Jl) TZJ*Jl#-Jl} -1, 3-f77-;h7U-f>»i 
MSCEI.m/z) : 378 (M + ) 
IRCKBiOcnT 1 : 3305, 1661 

'H-NMRCDMSO-ds) 6 : 2. 84(6H, s), 3.26(2H,t), 3.61(2H.q). 3.79(8H.s). 
3.96(3H,s), 6.02(2H.s), 7. 18-7. 43(3H. m). 7. 91 OH. s). 8.43(1H, t). 
8. 50-11. 00C2H.br). 11. 63(1H, brs) 

mm 5 2 

2 - [N - ( 2 , 6 - S> ^ h * > TV ;iO T $ J ] - 4 - [ ( 2 - ^ y f- 
^7;;x^) 7;;*;toH -1, 3-f77'-;^7K>Sg 
MS(EI.m/z) : 318(M + ) 
IRCKBiOcnT 1 : 3303. 1661, 1599 

'H-NMR(DMS0-d 6 ) 6 : 2. 81 (6H. s). 3.23(2H.t). 3.61(2H.q). 3.76(6H,s), 
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6.02C2H.S). 6.75(2H.d), 7.40OH.O. 7.85(lH.s). 8. 13(1H. t), 
9. 00-9. 50 (2H. br). 12. 40C1H. brs) 

mmm 5 3 

2 - [N- (3, 5-;n + ^> , /-f;b) T^y] - 4- [ (2 -i^y^ 
)ir l t ~ y ^;u^;t/] - l , 3 -f7'/-;i • f&^i& 

IR(KBr)cm-' : 3600. 3250, 3100, 1650, 1637, 1601 
1 H-NMR(DMS0-d 6 ) 6 : 2. 80(3H, s), 2. 82(3H, s), 3. 30-3. 60(2H. m). 
3.60-3.75(2H.m), 3.83(6H.s), 6.75(lH,s). 7.28(lH,s), 7.29(lH,s), 
7.99(lH,s), 8.30-8.40(lH,m), 10. 380H, brs), 12.79(lH,s) 

nmm 5 4 

2 - [N - (3, 4 - ^ y h 4=- ^ 7 7V A) y ^ y ] - 4- [ (2-yf-A- 
7;7X^) 7;;*i^] -1, 3 - 7'- A • 2 ifeifcfg 
IR(KBr)cm- ! : 3450, 1674, 1601, 1560 

'H-NMR(DMS0-d 6 ) <5 : 2. 57 (3H, t), 3.08(2H,t). 3.63C2H,q), 3.86(3H.s), 
3.87(3H,s), 4.88C1H. brs). 7.12(lH,d). 7. 74-7. 80(2H. m). 7.96(lH.s), 
8.280H, t), 9. ll(2H.brs), 12. 70C1H. brs) 

mmm 5 5 

2 - [N- (3, 4 --yy h + y<>yv;i/) y ^ y ] - 4 - [n- ( 2 - y 
^;ur ^ ;xf ao _ N _/^, U7 ; jt/Ji^-jil - 1 , 3 -fTy'-zb • 2 

IR(KBr)cm _1 : 3450, 1680. 1636, 1559, 1279 

'H-NMRCCDsOD)^ : 3.20(6H,s), 3.88(3H,s), 3.91(3H.s), 3.99(4H,s). 
6.99(lH.d), 7.590H.S). 7.80OH. dd), 7.84(lH,d) 

mmm 5 6 

2 - [N - ( 3 , 4 - v y h + */>r ;to y ^ y ] - 4 - [ ( 2 - 7 7° 
n tvi/y ^ yxfA) y ^ ; % jitf^ji] - i , 3 -f-y 7-A ■ -7 u^r 
! H-NMR(CDC^3)5 : 1.42(6H.d). 3. 26-3. 39(2H, m), 3. 45-3. 51 (1H. m), 
3. 68-3.79(2H,m). 3.89C3H, s). 3. 93C3H, s). 6.26C2H. s), 
6.94-6.97(lH,m). 7.58(lH.s). 7.590H. s). 7. 93(lH.d), 
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8.84— 8.91 (lH.m). 9. 39(2H, s). H.lO(lH.s) 
fl%ftf 5 7 

2 - [N- (4-hFDti/-3-n + ^>VV)b) T $ J ] - 4 - 
[ (2-^V7"ntVUy S^xf-A) T i J ft Jl$-Jl] - i, 3 _^ Ty '_ 
A • 2 

'H-NMR(DMS0-d 6 )5 : 1. 30-1. 37C12H. m), 3. 16-3. 20(2H. ra), 
3.59-3.67(4H.m). 3.82(lH,s), 3.87(3H,s), 6. 91-6. 94C1H. m). 
7.61-7.65(lH,m). 7.72(lH.s), 7.91(lH.s). 8. 40-8. 45C1H, m). 
9.97-9.99(2H,m), 12. 55C1H. s) 

mmm 5 8 

2 - [N- (3-hFo + ^-4-n + ^>7Vi) 7 ; ;] - 4 - 
[ ( 2 - 7 7'n f^y ^ y ^ y # Atf'^^] - 1 , 3 _^ TV -_ 

^ • 2 J*|£iM 

! H-NMR(DMS0-d 6 )(5 : 1. 30-1. 3702H. ra), 3. 13-3. 18(2H, m). 3.57(lH,s), 
3.56-3.65(4H.m), 3.86(3H.s), 7. 04-7. 07(1 H. m), 7.51(lH.s), 
7.63-7.67(lH,m), 7.90(lH.s). 8. 41-8. 50(1H, ra), 9. 94-9. 99(2H, m), 
12.5K1H.S) 

mmm 5 9 

2 - [N - ( 3 , 4 - i? t Y * i/^ y W A) ?;;] - 4- [ [2 - (N- 
2 - h''J^;l7 ^ y) xf;b] y $ y - i , s-^ry'-ji • 

■am 

MS(FAB.m/z) : 428 (MH + ) 

'H-NMRCDMSO-d^S : 3. 60(2H, brs), 3. 76(2H, brs), 3.85C3H. s), 
3.87C3H.S). 6.82-6.870H,m), 7. 08-7. 14C2H. m). 7. 73-7. 79C2H, m). 
7.85-7.92(2H,m), 8. 10(1H, brs), 9. 09(1H. brs), 12.67(lH.s), 
14. 09C2H. brs) 

mmm 6 o 

2 - [N- (3, 4 ->Jt Y^-'y^y WA) y ^ J ] - 4 - [ [2 - ( 1 - 
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MSCFAB. m/z) : 405 (MH + ) 

IRCKBiOcnT 1 : 3450, 1669, 1545, 1515 

] H-NMR(CD 3 0D)<5 : 2. 10(4H,brs), 3. 30-3. 32(4H, m), 3.46C2H, t). 
3.87C2H, t). 3.92(3H,s). 3.93(3H.s), 6.23(2H,s), 7.09(lH.d). 
7. 61 OH, d). 7.68(lH,dd), 7.83(lH,s) 

mmm 6 1 

2 - [N - ( 3 , ^ > W Jl) T I J ] - 4 - [ [ 2 - ( l - 

MSCFAB, m/z) : 419(MH + ) 

IRCKBr)cm _1 : 3300, 1675, 1665, 1605, 1555. 1534 

•H-NMRCCDaOD) 6 : 1.45-2. 05(6H,m), 2. 90-3. 10C2H, m). 3.41(2H.t), 

3.63-3.8lC4H.m), 3.93(6H.s), 6.26(2H,s), 7.10(lH.d), 7.61(lH.d). 

7. 69(lH.dd). 7.84C1H. s) 

mmm 6 2 

2 - [N - ( 3 , 4-^n + iy^ > W )l) T i J ~\ - A - [ [ 2 - ( 2 - 
for; K >- 1 -^f;to r^y*;u^;b] - 1, 3-f7-/-jb 

IR(KBr)cm-' : 3411. 1684, 1650, 1603 

'H-NMRCDMSO-de) 6 : 1.91 (2H, quint), 2.18(2H,t), 3. 30-3. 50(6H. m), 
3.85(3H,s), 3.87(3H.s), 7.11(lH,d). 7. 70-7. 80(2H. m), 7.83(lH,s), 
7.9K1H. t), 12.63C1H, s) 

mm\ 6 3 

2 - [N- ( 3, a - V / h^->^>vv;i/) r i y] - 4- [ [2 - (2- 
tf^y K>-i-^;b) xf;i>] 7;;*^t:-;l.] -1, 3-f7v*-;b 
IR(KBr)cm _I : 3450, 1650, 1613, 1551, 1518 

'H-NMRCDMSO-ds) (5 : 1. 60-1. 80C4H. m), 2. 18C2H. t), 3. 25-3. 40(2H, m), 
3.40-3.50(4H,m). 3.85(3H,s), 3. 87C3H, s). 7. ll(lH.d), 
7.70-7.79(3H,m). 7.80(lH,s), 7.95(lH,brs) 

mw\ 6 4 

2 - [N- (3, A-'J / Y^r -X > W ;i/) T $ 7 ] - 4 - [ ( 2 - :?*T — 
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t i M -l, 3 - f77-;i/ • i&mm. 

MS(FAB.m/z) : 393 (MH + ) 
IR(KBr)cm _1 : 3160, 1663, 1603, 1565, 1532 
'H-NMRCDMSO-de) 6 : 3. 32—3. 46(4H, m), 3.86(3H, s), 3.87C3H, s), 

6.52(2H,brs), 7. 10-7. 65C3H. m), 7. 73-7. 79(2H, m). 7. 86-7. 90(2H, m), 

8.03-8.07(lH,m), 12. 67(1H, brs) 

nmm 6 5 

2 - [N - ( 3 , 4-i?nt^>^;l/) T i Jl - A- [ 2 - [3 
- ( 1 - J ?-)l3-ir^ \sj K) x^;u] t ^ JtDl^-)V\ - 1 , 3 -f7'/- 
^ • 2 

'H-NMRCDMSO-de) <5 : 2. 79-2. 98C2H. m), 3.57C3H. s), 3. 62-3. 73(2H, m), 
3.85(3H.s), 3.86(3H,s), 5. 19-5. 74(2H. m), 7.12(lH.s), 
7.73-7.78(2H.m), 7.94(lH.s), 8. 19-8. 29C1H, in), 8. 92-9. 08(1H, m), 
10. 02-10. 31 (1H. m), 12. 49-12. 78(1H, m) 

mmm 6 6 

2 - [N- (3, 4 - Y*i^<y )l) T I J ] - 4 - [ [2 - [ 3 - 
(1, 2-^f;l) ft^H F] xfi] 7;7i7)H^H -1, 3-f- 
Ty'-Jl • 2i&m& 

'H-NMRCCDCi? 3 )<5 : 2.38C3H, s), 2.95(3H,s), 3. 47-3. 53(2H, m). 
3.58-3. 63 (2H,m), 3. 97C6H, s), 5. 55C4H, brs), 6. 96-6. 99(1H. m), 
7.66-7. 74 (4H, m) 

mmm 6 1 

2 - [N- ( 2, 3, 4 - h <J / h*^> T $ 7 ] - 4 - [ ( 2 - 

v y f at ^ j x^;u) t ~ y tfJi^—Ji] - i , 3 -f7v*-;i - >m 

IR(KBr)cm- ] : 3400, 3300, 1660 

: H-NMRCDMSO-de) o : 2.82C6H. s), 3.24C2H. t). 3.58(2H.q), 3.82C3H, s). 
3.89C3H, s). 3. 99C3H, s), 6.01(2H, s). 7.03OH, d), 7. 65C1H, d), 
7.890H, s). 8.44C1H, t), 9. 25(2H, brs), 11.56(lH,s) 
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mmm 6 8 

2-[N-(2, 3, 5-h'J^h + -/^>7>f^) 7t;]'-4- [ (2- 

tm-)iTi yxf;i/) yftJitf—Jil - 1, 3 - frv'-i • 

MS(EI.m/z) : 348(M + ) 
IR(KBr)cnf 1 : 3306. 1667, 1607 

'H-NMRCDMSO-de) 6 : 2. 83(6H, s), 3.25(2H.t). 3.61(2H.q). 3.80(3H.s). 
3.8K3H.S). 3.87(3H,s). 6.02(2H,s), 6.850H.d). 6.88(lH.d). 
7.92GH.S), 8.37(lH.t), 9. 00~9. 50(2H, br), 11. 98(1H, brs) 

mmm 6 9 

2- [N- (2, 3, h + i/OW^) 7iy] - 4- [ (2- 

>J / =f-)l~7 I J if;i/) T ^ j fj )\, -1, 3-f7'/-;h7K>SI 

MS(EI.m/z) : 348(M + ) 
IR(KBr)cnf 1 : 3000, 1682, 1650 

'H-NMRCDMSO-de) 6 : 2. 82(6H. s), 3.23(2H.t). 3.61(2H.q), 3.72(3H,s). 
3.74C3H.S). 3.80C3H.S). 6.02(2H.s). 6.80(lH.d), 7.11(lH,d). 
7.870H.S). 8. 15C1H. t). 8. 80-10. 00(2H, br). 12. 51 (1H, brs) 

mmm i o 

2 - [N- (2, 4, F + i/^>7V^) 7;;] - 4- [ (2- 

IR(KBr)cm" 1 : 3400, 2360. 1670 

! H-NMR(CDCis)5 : 2.84C6H.S). 3.25C2H.O. 3.6K2H.O. 3.76(6H.s). 
3.83(3H.s). 6.0K2H.S). 6.30(2H, s), 7.82(lH,s), 8. 13C1H, t), 
9.25C2H, brs). 12.240H, s) 

mmm 7 1 

2 - [N- (3, 4. 5-h'jy h + 7;;] - 4- [ ( 2 - 

: J t fA7 ^ j xf A) t ^ y ti jiX—ji] -l, 3 - f7'/-;b • 7v;H?i= 
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IRCKBiOcnT 1 : 3300, 1670, 1590, 1550 

'H-NMRCDMSO-de) 8 : 2. 31 (6H, s). 2.58C2H. t). 3.46(2H,q). 3.76(3H.s). 
3.89C6H.S). 6.58C2H.S). 7.49(2H.s). 7.8K1H, t), 7. 85C1H, s) 

nmrn 1 2 

2 - [N - (2, A, 5 - h 'J J h * 'X y 7V Jl) T ^ J ] - 4 - [ ( 2 - 
i^nyo tVUT ;7if;i) T S J tlJl^-Jl] - I, 3 -f7>/-;b 
MS (FAB, ra/z) : 421 (MH + ) 
IR(KBr)cm _1 : 1653, 1512, 1259, 1024 

J H-NMR(CDC £ t ) 6 : 0.36-0. 53(4H.m). 2. 20(1H, ddd), 2.97C2H.O. 
3.56(2H,q), 3.93(3H.s), 4.00(3H,s), 4. 14C3H, s). 6.59(lH.s). 
7.48C1H, t), 7.76C1H.S). 7.78GH.S). 11.05(lH,s) 
HJfe^J 7 3 

2 - [N - ( 2 , 4, 5 - h U ^ h * S/^ > W Jl) T i J ] - 4 - [ ( 2 - 
t e r t -ff-JlT $ yifi) y $ y ^;t/^-;l] - l , 3-f7 7-;^ 2 
is ^ 

'H-NMRCDMSO-ds) 5 :1.30(9H, s). 2. 98-3. 09C2H, m). 3. 17C1H. s). 
3.53-3.70(2H.m), 3.78(3H.s), 3.93(3H,s), 4.08(3H,s), 6.89(lH,s), 
7.50OH.S). 7.90C1H.S). 8. 49-8. 63(1H. m), 8. 82-9. 00C2H, m). 
11.32C1H. s) 
%WS\ 7 4 

2-[N-(2, 4, 5 — h U y h^r i"< > W Jl) T i J} - A - [ ( 3 - 
^^VT'Dh'AT^^nh^) 7;;*;^'^] - 1, 3-^TV-Jl- 2 

MS(FAB,m/z) : 479 (MH + ) 

IR(KBr)cm _1 : 3410, 1674, 1663. 1611, 1584, 1553, 1520 
'H-NMR(CDCi 3 )o : 1.27-1. 34(12H.m), 2. 00-2. 06(2H, m). 
3.06-3. 10(2H.m). 3. 29-3. 36(2H, m), 3. 56-3. 62(2H. m), 3.78(3H.s), 
3. 93C3H.S). 4.07C3H, s), 6.88C1H. s), 7.49GH.S). 7.87C1H, s). 
8.47C1H, brs), 9. 92(2H, brs), 11.330H, s) 
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mmm 1 5 

2-[N-(2, 4, 5 - h'jy h + ^>7VA) 7;;} - 4- [ [N- 
(2 - Vx-^JIT i Jjl^jI) -N - / ^Jl] Ti JtiJl^i-Jl] - l , 3 -f- 

IR(KBr)cnr' : 3400, 3320, 1640, 1625 

] H-NMR(CDCi 3 )5 : 1.23(6H,t), 3.14(3H,s). 3.15(2H,q), 3.29(2H.t), 
3.76(3H,s), 3.77(4H,q), 3.92(3H,s), 4.03(3H,s), 6.02(2H,s), 
6.860H.S). 7.490H.S), 7.65(lH,s). 9. 50(2H, brs), 11.26(lH,s) 

mmm 1 6 

2 - [ [N-y^-N- (2, 4, 5 - h <J / Y*i/^yV-()l) T I J ] 

- 4 - [ (2-i^yf^7 ~ 7xfA) T ^ J - i , 3 _^ T7 -_ 
^■7M >@£1* 

IRCKBiOcnT 1 : 3300, 1655 

1 H-NMR(CDC^ 3 )<5 : 2.91(6H,s), 3. 33-3. 38(2H, m). 3.55(3H.s), 
3.81-3.99(2H,m), 3.84(3H,s), 3.88(3H,s), 3.96(3H,s), 6.16(2H.s), 
6.550H.S). 6.95(lH,s), 7.83(lH,s), 8. 12(1H, t), 12. 50(2H, brs) 

mmm 1 1 

2- [ [N-yf-;t/-N- (2, 4, h + ^>W;i/) 7i;] 

- 4 - [ (2-^77*d h°^y $ yxf;b) t $ y - i , 3 - ^ 

IRCKBr)cm" 1 : 3300. 1655, 1541 

'H-NMR(CDCi,)<5 : 1.37C6H.d). 1.41(6H,d), 3. 25-3. 35(2H. m). 
3.52C3H, s), 3.58-3.68(2H.m), 3.85C3H. s), 3. 86(3H, s), 
3.83-3.89(2H.m), 3.97(3H,s). 6.26(2H,s), 6.56(lH,s). 6.91(lH.s). 
7.820H.S). 8.88C1H. t), 10.70(lH,s) 

mmm i s 

2 - [N- (2, 4, 5 - h y / h*y<> W r $ y] - 4 - [ (2 - 

^-n-7"DhVb7;;xf;l/) 7;7^A,f-;H -l, 3 - V - )l • 2 

fern ^jm 
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IRCKBiOcnT 1 : 3400, 1663, 1611, 1550 

] H-NMR(DMS0-d 6 )d> :0.91(6H,t), 1. 65-1. 80(4H, ra), 3. 00-3. 10(4H. m), 
3.20-3.25(2H,m). 3. 60-3. 70(2H, m). 3.79(3H,s), 3.93(3H.s). 
4.08(3H,s), 6.890H.S), 7.50(lH,s). 7.91(lH,s), 8. 69C1H, t). 
10.55C2H,brs), 11.320H. s) 

nmm 1 9 

2- CN- (2, 4, 5-h'jn + ^>yv^)7^] - 4- [ (2- 
S>- n -zf^KT i J r ^ J tulji-ji] -1, 3 - ^ T • 2 f& 

MS(FAB,m/z) : 493(MH + ) 
IR(KBr)cm-' : 3400, 1655. 1615, 1578, 1561 
'H-NMR(CDC^ 3 )5 : 0.93-0. 99(6H,m). 1. 33-1. 47(4H, m), 
1.77-1.88(4H.m). 3. 11-3. 15(4H. m), 3. 39-3. 41 (2H. m), 3.92(3H.s), 
3.98(2H.brs), 3.99(3H,s), 4.21(3H.s), 6.58(lH.s). 7.71(lH,s), 
8.06OH.S), 8.93(lH.brs), 11. 61(2H. brs), 11. 76(1H, brs) 

mmm 8 o 

2 - CN - ( 2 , 4 , 5-h'jn + ^>^^ 7U] - 4 - [ ( 2 - 
^77'f^7;;x^)7^*;H'-;H -1, 3-^y/-*.£»£ 

MS(FAB.m/z) : 493 (MH + ) 

IR(KBr)cm _1 : 3650, 1559, 1541, 1509 

'H-NMRCDMSO-cU) 5 : 0. 99-1. 05(12H. m), 2. 09-2. 19(2H, m), 
3.01-3.05(4H,m), 3. 31(2H, brs), 3. 69-3. 71 (2H. m), 3.79(3H.s), 
3.93(3H,s), 4.07(3H.s), 6.89(lH.s), 7.50(lH,s), 7.94(lH,s), 
8.78UH.S). 9.55(lH.s), 11.31(lH,s) 

nmm s 1 

2 - [N- (2, 4, 5-h'jn + ^>7^ib) 7;;] - 4- [ (2- 

MS (FAB, m/z) : 545(MH + ) 

IR(KBr)cm _I : 3400, 1657, 1611. 1543, 1518 
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'H-NMRCCDCi 3 ) 6 : 1. 05-1. 80C20H.m). 2. 57(2H. brs). 
2.77-2.82(2H,m), 3. 36-3. 43(2H. ■), 3. 93(3H, s), 3. 99C3H. s). 
4.10(3H.s). 6.59C1H.S). 7.73(lH.s). 7. 73-7. 77(1H, m). 7.790H.s). 
ll.06OH.brs) 

nmm s 2 

2 - [N- (2,4, 5-h'j/h + ^>yV^) 7U] -4- [( 2 - 

MSCEI, ra/z) : 422(M + ) 
IR(KBr)cm _I : 3318, 1650, 1609 

•H-NMRCCDCi,)* : l.ll(3H.t). 2.30(3H,s), 2.52(2H.q). 2.61(2H,t). 
3.54C2H.Q). 3.93(3H,s), 3.99C3H,s). 4.13(3H.s). 6.590H.s). 
7.560H,brt), 7. 75 OH, s). 7.78(lH.s), 11.05OH.brs) 

mmm 8 3 

2- [N- (2, 4, 5 - h > j y h^-OW^) T~y] - 4- [ [ 2 - 

'H-NMRCCDCiOtf :0.96(8H.t). 1. 02-1. 10C6H. ■). 1. 43-1. 60(2H. m), 

I. 58-1.79(4H.m). 2. 38-2. 53(2H, m), 2. 59-2. 72(2H. ra), 
2.97-3.09OH,m). 3. 41-3. 55(2H. m), 3.93(3H,s), 3.99(3H.s), 
4.10(3H.s). 6.590H.S), 7.74(lH.s). 7.79(lH.s), 7. 74-8. 02OH. m), 

II. 420H, s) 

nmm 8 4 

2- [N- (2, 4, 5-l>Jn + ^>^^)7;;]-4-[[2- 
(N-^7 7°DbVb-N-n-7>^T$y) if^] r * y * - i, 

3 -=tT '/-Jl • 2iM^ 

'H-NMRCCDCi,)^ :0.91(3H.t). 1.05(6H,d), 1. 33-1. 47(4H, m), 
1.83-2.02(2H,m). 2. 45-2. 51 (2H. m). 2. 63-2. 68C2H, m). 
3.01-3.06OH.m). 3. 44-3. 49(2H. ra), 3.93(3H,s), 3. 99C3H, s), 



-53- 



WO 96/36619 



PCT/JP96/01297 



4.16C3H.S). 6.590H.S). 7. 740H, s). 7.79(lH.s). 7. 72-7. 79(1 H. m), 
9.86-9.98(2H,m), 11.07(lH.s) 

nmm 8 5 

2- [N- (2, 4, 5-h'jn + ^>7V/L) 7U] -4 - [(2- 
^-fy^at'ATiJjL^jl) TZSXJltf^M -5-^nn- 1, 3-^y 
7* -A • 2iggfig 
'H-NMR(DMSO-de) <5 : 1. 30-1. 37(1 2H. n). 3. 10-3. 28(2H, m). 
3.53-3.89(4H.m). 3.78(3H,s), 3.93(3H,s). 4.07(3H,s). 6.88(lH,s), 
7.460H.S). 8.67-8.80(lH,m), 9. 76-9. 94(2H. m), 11.42(lH.s) 

mmms 6 

2 - [N- (2, 4, h + i/<>yv^) 7 ;;] - 4 - [ ( 2 - 

7 7°n t°;LT S y ^ y #a*^la] - 5 -y^A-- 1 , 3 -?-y 

'H-NMRCDMSO-de)^ : 1. 29-1. 36(12H. n). 2.68(3H.s), 

3.16-3.24(2H.m), 3. 52-3. 61 (4H. m), 3.78(3H.s), 3. 92(3H. s), 

4.08C3H.S). 6.88C1H.S). 7.50(lH.s). 8. 54-8. 63(1H, m), 
9.58-9.70(2H.m), 11.16(lH.s) 

mm 8 7 

2 - [N- (2, 4, 5 - h U y h*iss<> yVAO y ? y] _ 4 _ [ [2 _ 
(N-y h + y-N-yf^7i;) X^;U] 7;;*^fr.;l,] - i, 3-^ 

MSCFAB. m/z) : 425(MH + ) 

IR(KBr)cm~ 1 : 1657, 1608, 1537. 1263, 1024 

•H-NIOKCDCiOff :2.65(3H,s). 2.87(2H.t), 3.60(3H,s), 3.65(2H,q), 
3.93(3H,s). 4.00(3H.s), 4. 12(3H. s). 6.59(lH,s), 7. 59C1H. t), 
7.76(lH.s). 7.780H.S). 11.03(lH.s) 

nmm 8 s 

2 - [N - ( 2 , 4 , 5-f'jy h + ^>7V A ) y ? y ] - 4 - [ [ 2 - 
(N-2-y h^yxf;l-N-^77 t Dt%7;7) if^] 7;;*^; 
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a] -l, 3-f7V-^. 2mmm 

MS(FAB,m/z) : 481 (MH + ) 

IR(KBr)cn)" 1 : 1655, 1610, 1549, 1271. 1228, 1016 
1 H-NMR(DMS0-d 6 ) 6 s : 1.28(6H, d), 3. 22-3. 35(4H, m), 3.29(3H.s). 

3.67-3.74(5H.m). 3.78(3H.s). 3.93(3H,s). 4.08(3H.s). 6.89(lH.s). 

7.50(lH,s), 7.92C1H.S). 8.72(lH,t), 9. 96(2H, brs). 11.32(lH.s) 

mmm 8 9 

2 - IN- (2, 4, 5 - h »J y h 4- is K > TV Jl) y 5 y ] _ 4 _ (■ [2 _ 

1 , 3-f7'/-;^27W« 
IR(KBr)cnf 1 : 3322, 1655 

'H-NMRCDMSO-de) <5 : 2. 40 (3H, s), 2.76(6H.s). 2. 83-2. 95C2H. m). 
3.15-3.20(2H.m). 3. 43-3. 46(4H. m). 3. 50(4H. brs). 3.78(3H.s). 
3.93(3H,s), 4.07(3H.s). 6.12(4H,s), 6.89(lH,s). 7.50(lH,s). 
7.840H.S). 8.29(lH,t). 11.26(lH,s) 
Mt&m 9 0 

2 - [N- (2, 4, 5-h>jn + ^>'/^i) 7;7] - 4- [ [ 2 - 



i J % A#—)l] - l , 3-f77-A 
IR(KBr)cm" 1 : 3339, 1671. 1658, 1611 

'H-NMRCCDCi 3) 6 : 1. 08(6H, d), 2.69(2H.t), 2. 95-3. 05 OH. m), 
3.44(2H,q), 3.59C2H.S). 3.79(3H,s), 3.81(3H,s), 3.93(3H,s). 
8.99C8H.S). 4.02(3H.s). 6.57(lH,s), 6.78(lH,d), 6. 92C1H. dd). 
6.98(lH.d), 7.740H.S). 7. 74-7. 79(1H. m). 7.79(lH.s). 11.09(lH,s) 



2 - IN- (2, 4 , 5 - h U /• h * iyy< > W ;U) T $ 7 ] - 4 - [ [ 2 - 
CN- [2 - ( 3, 4 - h + *>7x— ;!/) ifA] -N-^77nf;b7; 
y ] xf;H y j y - 1 , 3-f77-A • 

IR(KBr)cnr 1 : 3450, 1675. 1600, 1609 




WO 96/36619 



PCT/JP96/01297 



'H-NMRCDMSO-d.)* : 1.32C6H. t), S.07(2H.t). 3. 1 1-3. 40(4H. m). 
3.70-3.80(4H,m). 3.71(3H,s), 3.75(3H.s). 3. 79C3H, s). ; 3. 9SCSH. s). 
4.08C8H.S). 6.79~6.93(3H,m). 7.51(lH.s). 7. 91 OH. s). 8.77(lH.t). 
10. 52C1H, brs), 11.34(lH,s) 

nmm 9 2 

2- [N- (2-xh + s/-4, 5-^F^>^^)7>;]-4- 
IR(KBr)ciD- J : 3314, 1661, 1611, 1545, 1514 

'H-NHRCCDCf ,)<J : 1.69(3H,t), 2.29(6H.s). 2.53C2H.O. 3.51(2H.q). 
3.93C3H.S). 3.97C3H.S), 4.34(2H,q), 6.58(lH,s), 7. 70(1H. brs). 
7.740H.S). 7.770H.S). 11.37(lH,s) 

nmm 9 3 

2 - [N - ( 4 , 5 - S> * 2 - >f y :/n t';l^ y W ji) y ? y ] _ 

4- [ (2-^^f;l / 7;;xf;0 7;7*^;H - l, 3-^Ty'-^ 
IR(KBr)cnr' : 3308, 1673, 1661. 1613 

'H-NMR(CDCi 3 )<5 : 1.56(6H.d). 2.30(6H.s), 2.53C2H, t), 3.52(2H,q), 
3.93C3H.S). 3.96C3H.S). 4. 75-4. 85C1H. m), 6.59(lH.s). 7. 71 (1H. brs). 
7.740H.S). 7.75C1H.S). 11.54(lH.s) 

nmm 9 4 

2- [N- (4, 5-i>i^-2-^ ^^>7VA) TiJl - 4- 
^ • 77« 

[R(KBr)cm-' : 3300. 2980. 2960, 2600, 2500, 1670. 1650, 1600 
'H-NMRCDMSO-ds) (5 : 1. 1 1 (12H, d), 1.31(3H,t), 1.38(3H.t). 

2.75-2.85(2H,m). 3. 18-3. 35C2H, m), 3. 35-3. 45C2H, ra). 3. 80(2H. brs). 

4.02(2H,q), 4.04(3H,s). 4.20(2H.q). 6.59(2H.s), 6.85(lH,s), 

7.49(lH.s), 7.83GH.S). 8. 37(1H. brs), 11.29(lH,s) 

nmm 9 5 

2 - [N- ( 2 -^yil)lir*is- 4, h + ^>y'^ A) y ? y] 
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IR(KBr)cnr' : 3318. 1671, 1647, 1607 

'H-NMRCCDCi 3 ) <5 : 2. 32C6H. s). 2.54C2H.O. 3.55(2H,q). 3. 93(3H. s), 
S.94CSH.S). 5.33C2H.S), 6.65(lH,s), 7. 25C1H. brs), 7. 42-7. 57C5H, m), 
7.720H.S). 7.780H.S). 11.19(lH.s) 

mmm 9 6 

2- [N - (2- t Kn*S/-4, 5-j;yh + M>'/a) TiJl - 4 

)l ' 2 iMi^ffe 
MS(FAB.m/z) : 409(MH + ) 
IR(KBr)cnr' : 2976, 1647, 1560, 1269, 1213 
! H-NMR(DMS0-ds)<5 : L23(6H.d), 3. 07C2H. brs), 3. 33(1H, dt). 
3.55-3.62(2H, m ). 3.77(3H.s). 3.81(3H.s). 6.890H.s). 7.50OH.S). 
7.90OH.S). 8.64~8.70(3H.m). 11.80(lH,s), 12. 02C2H, brs) 

mm 9 7 

2 - [N- (2-tKo + ->-4, 5 -*J* h*>"<>W/lO 7 ; y] - 4 

- [ [2- (N-y^-N-^V7nt^7;y) 7;;*^l] 

- 1 , S-f7'/-^ • 2£g& 
MS (FAB. ra/z) : 423(MH + ) 

IR(KBr)cn)" 1 : 3010, 1662. 1551, 1292, 1213 

'H-NMRCDMSO-dg) 6 : 1. 24(6H, dd). 2.72(3H,d). 3. 07-3. 140H. m). 

3.26~3.330H.m). 3. 58-3. 65(3H. m). 3.77(3H.s). 3.81(3H.s). 

6.88(lH,s). 7.50(lH.s). 7. 90(1H. s). 8.7K1H.O. 9. 80C1H. brs), 

■11.79GH.S). 12. 02C2H. brs) 

mm\ 9 8 

2- [N- (2-fc KD + -/-3, h + ^>7V^) 7 ;7] -4 

- [ [2- (N-xf^-N-^;7Dh^7;;) xfi] 7$;*A^] 

- 1 , Z-=f-TV-)i • 2^H^ 
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MS(FAB,m/z) : 437(MH + ) 

IR(KBr)cm- ] : 3010, 1660, 1551, 1520, 1292, 1161 
'H-NMRCDMSO-de) 6 : 1. 24-1. 3K9H. m), 3. 10-3. 35(4H, m). 
3.59-3.67(3H.m). 3.77(3H,s). 3.82(3H,s). 6.84(lH,s). 7.50(lH.s), 
7.90OH.S), 8.72(lH.t), 9. 56C1H, brs). 11.78(lH.s), 12. 00(2H, brs) 

mmm 9 9 

2 - EN - (2 - t Ko + i/- 4, h*^>W;l) 7;;] - 4 

- [ [2- (N-^V7'ntVU-N-n-:7°otVlT^y) T I J * to 

-1, 2i&mm 
MS(FAB,m/z) : 451 (MH + ) 

IR(KBr)cm _I : 2980, 1672, 1641, 1600. 1265, 1213 
'H-NMRCDMSO-de) 6 : 0. 93 (3H, t), 1.27(6H.d), 1.75(2H.dt), 

2.98-3.16(3H,nO, 3. 23-3. 30C1H. m). 3. 62-3. 66(3H, m), 3.77(3H,s). 

3.8K3H.S), 6. 91 (1H. s). 7.49(lH,s). 7.90(lH.s), 8.760H.O. 

9.85(lH,brs), 11.79(lH,s), 12. 02(2H, brs) 

utm\ 1 0 0 

2 - [N- (4 - t Kn + i/- 2, 5-^n*^>'/>rW T $ y ] - 4 
IR(KBr)cm"' : 3386. 3291, 1647, 1607, 1527 

'H-NMRCDMSO-de) 6 :2. 83(6H, s), 3. 24-3. 33(4H, m). 3. 50-3. 61 (2H. m), 
3.80(3H,s), 3.97(3H,s), 6.01(2H,s). 6.74(lH.s), 7.53(lH,s). 
7.87C1H.S), 8.50-8.70(lH,m), 10.30(lH,s), 11.16(lH.s) 

umm 1 0 1 

2 - [N- (4-hKo + i/-2, 5 -i>y h^><> 7V;U) T ^ y ] - 4 

- [ (2-^vyoeA7;;i^) 7;;*u:-;i/] -1, 3-f-rv- 

IRCKBr)cm- 1 : 3308, 1674 

'H-NMRCDMSO-ds) 6 :1.24(6H.d), 3. 00-3. 13C2H. ■). 3. 26-3. 38C1H. m). 
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3.56-3.66(2H,m). 3.80(3H,s). 3. 90-4. 10OH. m), 3.98(3H,s), 
6.780H.S). 7.52C1H.S), 7.89(lH.s). 8.59UH.O, 8. 70-8. 95(2H, br). 
11.220H.S) 

mmm 1 o 2 

2- [N- (4-h Ko4->-2, h*i"<>yV;iO 7;y] -4 

- E [2- (N-y^-N-Yvyaf^;;) i**] T * / - 
-1, 3-f77'-^.giJfe 

IR(KBr)cm"' : 3200, 1684 

1 H-NMR(DMS0-d 6 ) <5 : 1.25C6H, dd), 2.71(3H,d). 3. 01-3. 16C1H. m), 
3.22-3.36ClH,m), 3. 51-3. 78C3H. m), 3.80(3H.s). 3.98(3H.s). 
3.80-4.00(lH,m). 6.78(lH.s). 7.52(lH.s). 7.89(lH.s). 8. 66C1H, t), 
10. 20-10. 30(lH.br). 11.22(lH.s) 

nmm 1 o 3 

2- [N- (4-h Kn + jz-2, 5-S>* h*->^>'/-fyU) T$y] -4 
- [ [2- (N-X^-N-^VT'nh^T;;) i**] T*/***-*] 
-1, 3 -f7~/-^ • 

IRCKBiOcnT 1 : 3200, 1675 

'H-NMRCDMSO-ds) <5 : 1. 22-1. 31 (9H. m). 3. 10-3. 30(4H. m), 
3.60-3.75(3H.m). 3. 80(3H. s), 3. 98C3H. s). 6.74(lH.s), 7.52(lH.s), 
7.890H.S). 8.60~8.70(lH,m). 9. 30-9. 40(1H. br), 10.30(lH,s), 
11. 18(1H, s) 

nmm 1 o 4 

2- [N- (4-t Ko + ->-2, 5 - it t Y * S/^ > TV AO T^y] -4 

IR(KBr)cm- ! : 3570, 3200, 1655, 1603. 1561 

'H-NMRCDMSO-ds) <5 : 1.29C12H, d), 3. 10-3. 75C8H. ■), 3.80(3H,s), 

3.97(3H.s). 6.03C2H.S), 6.740H.S). 7.52(lH,s). 7.89(lH.s), 

8.56(lH.brs), 10.32(lH,s). 11.17(lH,s) 
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nmm i o 5 

2- [N- (4-t Ko*i/-2, 5-^n + ^>7Vi) 7;;] -4 
- E C2- (N^vyD^-N-n-yob^TU) i**] 7 ;^;l 

IR(KBr)cm-' : 3400. 3200, 1686. 1665, 1617, 1553 
'H-NMRCDMSO-de) 6 : 0. 93 (3H, t), 1.27(3H,d). 1.28(3H,d), 

I. 73~1.82C2H.m), 3. 00-3. 17(4H. m), 3. 20-3. 35(1H. m), 
3.57-3.78C2H.m). 3.80(3H.s). 3.98(3H.s). 6. 00-6. 30(2H. br), 
6.79C1H.S), 7.52C1H.S). 7.89(lH,s), 8.70(lH,t), 10. 20(1H. brs). 

II. 220H.S) 

mmm 1 o 6 

2 - [N- (5 - t Kd + -/- 2, 4 -i^/ h + i/A:> 7 V;b) T $ J] - 4 
IR(KBr)cm _I : 3650, 3200, 1663, 1541 

] H-NMR(DMS0-d 6 )5 : 1.30(12H,d). 3. 19(2H, brs), 3. 33C2H. brs), 
3.56C2H.brs). 3. 68C2H. brs), 3. 92(3H, s). 4.04(3H.s). 6.02(2H.s). 
6.84C1H.S). 7.42C1H.S). 7.88(lH,s). 8. 550H. brs). 9.15(lH,s), 
11.22C1H, s) 

nmm 1 o i 

2 - [N- (4, 5-i?hFD + ^-2-n + ^>WA) r - 4 

IR(KBr)cm- ] : 3400, 1655, 1607 

'H-NMRCDMSO-de) 6: 1.31 (6H,d). 1.34(6H,d), 3. 15-3. 18C2H, m). 
3.60-3.75(4H,m), 3.96(3H.s), 6. 69(1H. s). 7.44(lH.s), 7.85(lH.d), 
8.66(lH,t), 9.20C1H.S). 9. 70(1H, brs), IO.IOCIH.s), 11.18(lH,s) 

mm i o 8 

2 - IN- (2, 4 - 'J h Kd * - 5 - J b * -> ^ > w T ; y ] - 4 
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] H-NMR(CDC^ 3 )<5 : 1. 4602H. d). 1. 84-1. 89(2H, ■). 3. 21-3. 27(2H, m), 
3.65-3.78(2H,m). 3. 92-3. 98C2H, m). 3. 94C3H. s). 6.58(lH.s). 
7.54C1H.S). 7.80OH.S). 8. 97-9. 05C1H. ■). 10. 79-10. 92(2H. m). 
11. 45C1H. s) 
^ifeflj 1 0 9 

2- [N- (2-T-lrf-^4->-4, 5 - J h*-is<>y^ji) TiJl 
-4- [ (2-^7yDh^7;;xn) T$y*,l^-,l,] - lf 3 _ ^ 

7 7-/1/ • taiig 

mmms 8W:2- [N- (4, 5-^ + 
T^y] - 4- [ (2-^y^^ 7 ;;iH) Tij*A*;-ji] - i, 

3"^T'/-*.ttii3. 7g*»7Kft»10. 5«*(C»»U 90 o CT3I^r H 1 

&m Lxmmt^m 3 . 3 3 g £#^ 0 ik^ 9 1 % G 

1 H-NMR(DMS0-d.)5 : 1.31(6H.d). 1.35(6H.d). 3. 19(2H, brs). 
3.59-3.69(4H.m). 3. 88C8H. s). 3.87(3H,s). 6. 91 OH. s). 7.42(lH,s), 
7. 91 OH. s), 8.440H. t), 10. 07C1H. brs). 12.49(lH.s) 
Hi 1 1 0 

2 - [N - (2 - 4, 5-^yh + M>-/>fW T ^ y ] - 4 - 

'H-NMRCCDC i 3 ) o :2.27(6H.s), 2. 52-2. 57(2H. m). 3. 51-3. 55(2H. m). 
3.94C3H.S), 3.96C3H.S). 6.93(lH.s). 7.53(lH.s). 7.55(lH.s). 
7.79QH.S). 10. 50C3H, brs) 

mm 1 1 1 

2 - [N - ( 2 - ? □ n - 4 , 5 - if / h * y w ;i) r i J] - 4 - 
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'H-NMRCCDCi 3)0 : 1.44-1. 53(12H.m). 3. 39-3. 50(2H, m). 
3.48~3.82(4H.m), 3. 71-3. 93C2H. m). 3.95(3H,s), 4. 02&H. s). 
6.9b-7.02(lH.m), 6. 96C1H. s). 7.57(lH.s). 8.38(lH.s). 
9. 60—9. 75C1H. m), 10. 10 -10. 37(1H, m). 13. 46-13. 680H, m) 

nmm 1 1 2 

2- [N- (2-7*n^- 4 , 5-^F + ^>'/>f^ T^y] -4- 

^ • 2 ig^ig 
IR(KBr)cm _I : 3250, 1690, 1597, 1559 
] H-NMR(DMS0-d 6 )o : 1.31(6H,d), 1.35(6H,d), 3. 17(2H, brs), 
3.50-3.70(4H.m), 3.81(3H,s). 3.85(3H,s). 7.24(lH.s), 7.26(lH,s). 
7.950H.S). 8.44(lH.t). 10. 19C2H, brs), 12. 72(1H, brs) 

mmmi 1 3 

2 - [N- (4, 5->>Shlfis-2--h d^>7Va) 7 > y] _ 4 _ 
[ (2-^V^d^7S;x^) 7;;*A^] - 1, 3-f7V- 

MS(FAB.m/z) : 480 (MH + ) 

IR(KBr)cnr' : 1549. 1523, 1294. 1059 

'H-NMRCCDC^ 3 ) 6 : 0. 98(12H, d), 2.62(2H,t), 2.99(2H.dt), 

3.29(2H,q). 3.97(3H,s). 4. 02(3H, s). 6.99(lH.s), 7. 36C1H. brs), 

7.63(lH,s), 7.740H.S) 

Mi&ffl 1 1 4 

2- [N- (2-7;;-4, 5-^h + M>'/^)7;;]-4- 
[ (2-^^yyntVlT>;xf;t,) T^*;^-,U - j, 3 _ 5 , 7 . / _ 
^ • 2 iggeffi 

'H-NMRCDMSO-de) 6 : 1. 30-1. 37C12H, m), 3. 18C2H, brs), 
3.60-3.69(4H.m). 3. 80(3H, s), 3.81(3H,s), 4. 25-5. 75(4H, m). 
6.82(lH.s). 7.52C1H.S). 7.93(lH,s), 8.50(lH.t), 10.15(lH.s) 

umm 1 1 5 
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2- [N- (4, F + i/-2-7AtD^>W^) T*y] -4- 

[ (2-^V^n^7;;xf;l,) 7;;*^f-;l] - 1, 3-f 7 -/ 

MSCFAB, m/z) : 453(MH + ) 

IR(KBr)cnr'. : 1662, 1545, 1354, 1273 

'H-NMRCDMSO-d,)** : 1. 29(12H, d), 3. 19C2H. brs), 3. 55(2H, brs), 
3. 67C2H, brs), 3.82C3H, s). 3. 86(3H. s). 6.02(2H,s). 7.07(lH.d), 
7.31(lH.d), 7.920H.S). 8. 39(1H. brs). 8. 56(2H. brs), 12.11(lH,s) 

mm 1 1 6 

2- [N- U-TlJ-2, 5-S>* b*-><>VJJl) TiJ] - 4- 

'H-NMRCDMSO-de) <5 : 1. 07-1. 1202H, m). 2.72 -2.76(2H,m). 
3.17-3.22(2H.m). 3. 31-3. 42(2H, m), 3.80(3H.s), 3.95(2H.s), 
4.0K3H.S). 5.950H.S). 6.59(2H.s), 6.78(lH,s), 7.39(lH.d), 
7.77(lH.d), 8. 31— 8. 33ClH.nO. 8.81(lH.s), 11.14(lH.s) 

umm 1 1 7 

2 - [N- (2, 5-^y h + ^-4-^;^;t,T$y<>7V;u) r^y] 

-4- [ (2-^V7Dh^7;yxH) 7;^;^] - lt 
7'/-;i, 

'H-NMRCCDCi,)* : 1.08(12H.d). 1.61(lH,s), 2. 67-2. 72C2H, m), 
3.05-3. 12(2H.m), 3. 40-3. 43(2H. m). 3.95(3H,s), 4. 10C3H. s). 
7.75UH.S). 7.82GH.S). 8.08(lH.s). 8.38(lH,s). 8.55(lH,s). 
11. 18C1H. s) 
H«'J 1 1 8 

2- [N- (4 -T-fc^;UT $ J - 2, 5-yn + M>^;[,)75;] 
-4- [ (2-^^77 , Dh , ^7;;ifA) T^y*;b^^;u] - 1, 3 - f- 

] H-NMR(DMS0-ds)5 : 1. 33-1. 37C12H. m). 2.18(3H.s). 3. 15-3. 17C2H. m). 
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3.56-3.70(4H.m). 3.89(3H.s). 3. 98C3H. s). 4. 90-5. 20(2H, m), 
7.55C1H.S). 7.0K1H.S). 8.22(lH.s). 8. 65-8. 73C1H. m). 1 9. 50C1H. s). 
10.03OH.S). 11.42C1H. s) 

mmmi 1 9 

2 - [N- (2, 5 - *J * h*->- 4 hD<>>/Yi) 7;y] _ 4 _ 
[ (2-^7^Dh^7Ux^) 7;;*^-^] - l, 3-^ T </_ 

'H-NURCCDCi ,) 5 : 1.42-1. 54(12H.m), 1.57(2H.s). 3. 20-3. 22C2H. m), 
3.61-3.64(2H,m), 3. 92-4. 01 (2H. m). 4.01(3H.s). 4.23(3H.s). 
7.550H.S). 7.860H.S), 8.06(lH.s). 9. 10-9. 20(1H. m), 
11.20-11. 30(lH.m). 11.460H.S) 
*M#'J 1 2 0 

2 - [N- (4 - 7n*- 2, 5-^h + M>'/^)7;;]-4- 

•H-NMRCCDCi,)^ : 1.43(6H.d). 1.53(6H.d). 3. 15-3. 30(2H. m), 
3.50-3.65(2H,m), 3. 90-4. 05(2H, m), 3. 94C3H. s). 4. 17C3H. s), 
7.29C1H.S). 7.8K1H.S). 7.820H.S). 9. 07C1H. brs). 1 1. 250H, brs). 
11.40C1H.S) 

mmm 1 2 1 

2 - [N- (4-7*D€-2-hFD + i/-5-n + ^>WA) 7 ; y ] 
- 4 - [ fcf;ur UifA) T ^ y - ] , 3 _^ 

TV- A, • fMgji* 

'H-NMRCCDC^ 3+5%-CDaOD) <5 : 1. 40-1. 50C12H. m), 3.28C2H. t), 
3.37-3.75(2H.m), 3.88(2H.t). 3.95(3H.s). 7. 37C1H. s). 7.66(lH.s). 
7. 84C1H. s) 

iOSM 1 2 2 

2 - [N- (4, 5-^DD-2-nt^>^^) 7;;] - 4- 
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'H-NMRCCDCi 3 ) (5 : 1.43C6H, d), 1.52(6H,d). 3. 20(2H. brs).' 
3.57-3. 64 (2H,m). 3. 90-4. 00C2H, m), 4.2K3H. s), 7. 17C1H, s). 
7.820H.S), 8.350H.S), 9. 10(1H. brs). 11.21(lH.s) 

rnmm 1 2 3 

2 - [N- (4, 5-^^DD-2-hFD + M>^A) T $ y ] - 4 

'H-NMRCCDCi 3 ) (5 : 1.45C6H, d), L53(6H.d). 3. 32(2H, brs), 3. 66(2H. brs). 
3.96(2H.brs). 7.30(lH,s), 7.82(lH.s). 8.22(lH.s). 8. 97(1H. brs). 
10. 490H. brs) 

nmm 1 2 a 

2- [N- (4-7;y-5-^nn-2-y ^-//<>7V^) T $ y ] - 
IR(KBr)cm- ] : 3400. 3350. 3220. 1655, 1601 

'H-NMRCCDCi 3 , 8HI^ttftlifreebaseft:)<5 :2.30(6H.s). 2.53(2H,t). 
3.53(2H.q). 4.07(3H,s). 4. 59(2H. brs). 6.35(lH,s), 7.73(lH,s). 
7.45C1H. brs). 8. 19(lH.s). 10.79(lH.s) 

nmm 1 2 5 

2 - [N- (4-7;;-5-?DD-2-n^>'/^4,) T $ y ] _ 
4- [ (2-^yynhVb7i;x^) T*;***-*] - 1, 3-^T 

'H-NURCDMSO-d,)^ : 1. 32-1. 37(12H. m). 3. 10-3. 25(2H. ra). 
3.60-3.75(4H.m). 3.98(3H.s). 4. 77(3H. brs), 6.61(lH,s). 7. 80C1H. s). 
7.84C1H.S). 8.70C1H. t), 10.20(lH.s). 11.03(lH.s) 

mmm 1 2 6 

2- [N- (4-7tfA7;;-5-^DD-2-> h + ^-OVV^) T 
S y] - 4 - [ t°;lT Uxfi) y ~ y -1,3 
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-j-tv-ji • mmm. 

'H-NMRCDMSO-dc) 5 : 1.32C6H, d), 1.35(6H,d), 2.19(3H.s). 3. 17C2H. brs). 
3.29(2H,brs). 3. 50-3. 75(2H. m), 3. 96C3H. s). 7.84(lH.s). 7.91(lH,s). 
7.920H.S). 8. 61 OH, brs). 9.65(lH.s). 10. 01(1H, brs). 11.62(lH.s) 

mmm 1 2 7 

2 - [N- (2, 4, 5-h'jn^^>'/^^) 7U] -4- [(2- 
[ (2-f7v*^_f» >f 1 y] xf*] y #;i^xwi/] - 1, 3-^ 

TV-Jl 
MS(FAB,m/z) : 466(MH + ) 

IR(KBr)cm -1 : 3432, 3289. 1669. 1609. 1545. 1516 
! H-NMR(CDCi 3) <5 : 3. 34-3. 39(2H. m). 3. 57-3. 61 (2H. m). 

3.64-3.76(2H.m). 3.89(3H.s). 3. 92-4. 07(5H. m). 4.15(3H.s). 

6.60OH.S). 7.76-7.81(3H.ra) 

mm\ 1 2 8 

2 - [N- (2. 4, 5 - h U y h + ^>WA) T ^ y] - 4 - [ [2 - 
(l-^;y-/'JA) xf;b] 7;7*;^'-;H - l , 3-^TV-Jl 
MS(FAB,m/z) : 432(MH + ) 

IRCKBr)cm~ 1 : 3537, 3424, 3308. 1653, 1611, 1541. 1518 
'H-NMR(CDCi z) 5 : 3. 73— 3. 79(2H, m), 3.92(3H.s). 3.99(3H,s), 
4.13C3H.S). 4.21-4.25(2H,m), 6.59(lH.s), 6. 98-6. 99(1H, m), 
7. 31 (1H. brs). 7.53(lH,s), 7. 77-7. 79(2H. m). ll.Ol(lH.s) 

mmm 1 2 9 

2 - [N- (4-7;;-2-hKo + ^-5-n + y<>7V;i,) T $ y ] 
- 4 - [ (2 - 7 7°n hVl/T $ yxf^) T $ y - i , 3-3^ 

TV- A/ 

'H-NMR(DMS0-d 6 )o : 0. 91-1. 30(2H. m), 2. 48-2. 51 (2H, m). 
2.55-2.82(2H.m). 2. 98-3. 38C4H, ra), 3.76C3H, s). 5.74 0H. s). 
6.57C1H. s), 7.33C1H.S). 7. 66-7. 69C1H. m). 8. 03-8. 50(1H, m). 
8.58-8. 61 (1H, id) 
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mmm 1 3 0 

2 - [N- (4-^;;l/7^;-2-t Ko^-/- 5 h^^^>w;i/) 
T^y] - 4- [ (2-^7^Dt^7;;i^) T * y ,U] - !, 

'H-NMRCDMSO-ds) <5 : 1. 25-1. 36C12H. m). 3. 09-3. 22(2H, ra). 
3.41~3.56(2H,m), 3.56(lH,s), 3. 51-3. 77(2H. m). 3.88(3H.s), 
7.570H.S). 7.89C1H.S). 8.22(lH.s). 8.38(lH.s). 8. 60-8. 720H. m). 
9. 37-9. 51 (1H. in), 10.02OH, s) 

mmm 1 3 1 

2 - [N- (2 h*r->- 4 f-^- 5 -- Fo^>^^) 7:;] _ 
4- [ (2-^^7 7 1 DbVb7;;xfA.) T 5 y - 1, 3 -^ r 

■H-NMRCDMSO-ds) 6 : 1.30-1. 36C12H. m). 2.67(2H.s). 3.17(2H,s). 
3.57C3H.S). 3.55-3.71(2H.m), 4.05(3H.s). 7.37(lH,s). 7.94(lH.s). 
8.420H.S). 8.50-8.61(lH,m), 9. 76-9. 89(1H, m). 12.03(lH,s) 

mmm 1 3 2 

2 - [N- (2, 4-i?y h + ^-5--hD/<>y-f;i,) T^y] - 4- 
[ (2-^^77 , Df;t,7;;xf;i,) T$y^;u^;H - i, 3 - fr/ _ 

'H-NMRCDMSO-de) <5 : 1. 30-1. 36(12H. m). 3.14 -3. 22(2H, m). 
3.40-3.71(4H.m), 4.09(3H.s), 4.13(3H,s), 7. 00C1H. s). 7.92(lH,s), 
8.42GH.S). 8.55-8.64(lH,m), 9. 79-9. 88(1H, m), 11.76(lH.s) 

mm\ 1 3 3 

2 - [N- (5-7^-2, h + ^77V^) 7;7] - 4- 

[ (2-^^77 t Dh , ^7;7xf^) T $ J ti Jltf-Jl] - J, 3 _^ T y_ 
)\y • 2 iM^f£ 

'H-NMR(DMS0-d 6 )5 : 1. 30-1. 36C12H, m). 3.16(2H.s). 3. 29-3. 42(4H. m), 
3.52-3.73(2H,m). 4.05(3H,s). 4.11(3H,s), 7.01(lH.s), 7.91(lH,s). 
7.97C1H.S). 8.62-8.71(lH,m). 9. 77-9. 89(2H, ra), 11.43(lH.s) 
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HJffiM 1 3 4 

2- [N- (5-t^^75;-2, 4-i>/ h4=-^> W;b) T^y] 
-4- [ (2-^yynh^7;;xH) 7;;^?;^^] - i, 

'H-NMRCDMSO-ds) <5 : 1. 30-1. 36(12H, m). 3. 10-3. 23(2H, m). 
3.54-3.75(4H,m), 4. 01C3H. s). 4. 08C3H. s). 6.92(lH.s). 7.89(lH.s), 
8.28C1H.S). 8.64-8.68(lH.m). 8.72(lH,s). 9.70(lH.s). 
9.69-9.80(lH,m), 11.350H.S) 
1 3 5 

2- [ N - (5-T-fe*;UT*y-2, i-*J* h + S/'OvT-f T^y] 
-4- [ (2-^v^d^75;j^) TUtum-w - 1, 3-f- 
T7"-;i/ 

•H-NMRCCDCi, ) ff : 1.02-1. 14C12H.1). 2. 19CSH. s), 2. 62-2. 78C2H, m). 
3.01-3.18(2H.ra). 3. 37-3. 49C2H, m), 3.98(3H.s). 4.09(3H,s), 
6.54 0H.S). 7.40C1H.S). 7. 61-7. 72(2H. m), 9.04(lH.s). 10.89(lH.s) 

nt&m 1 3 6 

2 - [N - (4-yh + i/-3-^ho<>W^) 7;;] - 4- [ ( 2 - 
^77'nh^7i;ifA.) 7;;*AsKi*] - 1, 3 - f- T 7 - Jl . 

'H-NMRCCDCi 3) 5 : 1.30-1. 86(12H.n). 3. 19C2H. brs), 3.54(lH.d). 
3.60-3.70(4H,m). 4.04(3H,s). 4. S0C1H. brs). 7.92(lH,s). 
8.33-8.37(lH,m). 8. 47(1H. brs). 8. 67-8. 71 (1H. m). 9. 91 (1H. brs) 

nmm 1 3 7 

2- [N- (3-7;;H-n+^>7^b)7;;] -4 - [ ( 2 — 
^ V7°n hVUT > ;xfi) 7;;*;^'-;t] -i, B-^TV-Jl- 2 i& 

1 H-NMR CDMSO-d 6 ) d : 1. 30-1. 36(12H. m). 3. 19C2H. brs). 
3. 60~3.75(4H.m), 3. 94(3H, s), 4. 70(3H, brs). 7. 17(lH.d). 7. 76(1H. s). 
7. 86C1H. d). 7.9K1H.S). 8.4K1H, t). 9. 94C1H. brs). 12. 60C1H. s) 
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nmm 1 3 8 

2- [N- ($-*jHji,tz;-4-S h + w;-fi)' 7 j;] _ 4 _ 

'H-NMRCDMSO-ds) <5 : 0. 98-1. 05(12H. m). 2. 49-2. 51(2H. m). 2. 99(2H, brs). 
3.20-3.40(2H.m). 8.95(8H.s). 7.21(lH,d), 7.75(lH.s). 7.78(lH.s). 
7. 91C1H. dd). 8.35(lH.d). 8.85(lH.d). 9.81(lH.s). 12. 52(1H. brs) 

mmm 1 3 9 

2- [N- (3-T-t?3^TS h^^-OW^) T$y] - 4- 

'H-NMRCDMSO-d.) : 1.80-1. 86(12H.m). 2.12(8H.s). 3. 17(2H. brs), 
3.60-3.75(4H.m). 3.93(3H,s). 7.21(lH.d). 7. 89-7. 93(1H. m), 
7.90C1H.S). 8.4K1H.O. 8.66C1H.S). 9.31(lH.s). 9. 74(1H. brs). 
12. 60C1H. s) 
Mffiffl 1 4 0 

2 - [N - (3-/h^->-4-^hoOW;U) T^y] - 4- [ ( 2 - 

'H-NMR(DMS0-d 6 )(5 : 1. 32C12H. brs). 3. 19(2H. brs). 3. 64(4H, brs), 
4.04C8H.S). 7.72(lH.d). 7. 98-8. 05C2H, m). 8.40(lH.s). 9. 70(1H. brs). 
13. 15C2H. brs) 

mm\ 1 4 1 

2 - [N- (4-7;7-3-n + ^>^^) 7 ; 7 ] - 4 - [ ( 2 - 
His 

1 H-NMR CDMSO-d 6 ) 5 : 1. 30-1. 37C12H. m), 3. 17C2H. brs). 3.60 -3. 90(4H. ■), 
3. 90(3H.s). 5.63(3H,brs), 6. 91 OH. d). 7.61(lH.d). 7.67(lH.s). 
7.89(lH.s). 8. 44C1H. brs). 10. 15(1H. brs). 12. 40C1H. brs) 
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H2ffi09 1 4 2 

2 - [N - ( 4 - ^ ;l/T ^ J - 3 - / h + > W y ? y ] _ 4 _ 
[ (2-^^y7 t nhVb7;;xf7^ T $ y * 4, - 1, 3 -^ T7 -_ 

'H-NMRCDMSO-ds) 5 : 1. 01-1. 08O2H. m). 2.6K2H.O. 3. 00-3. 20(2H. m), 
3. 29(2H,q). 3.40(2H,brs), 3. 97C3H, s). 6.58(lH.s), 7.74(lH.d). 
7.80(lH.d). 7.82C1H.S). 7.95(lH,t), 8.370H.d). 8.38(lH,s), 
9. 98C1H. s) 

nmm 1 4 3 

2 - [N- (4 -T-trf-;t/T ; ; - 3 - y h + T ^ J ] - 4 - 

'H-NMR(DMS0-d 6 )o : 1.30-1. 37(12H.m). 2. 15C8H. s). 3. 19C2H. brs). 
3.47(lH.brs). 3. 55-3. 70(4H. m). 3.96(3H.s), 7.58(lH,d), 7.69(lH,d), 
7.860H.S). 8.24(lH.d). 8.43(lH.t). 9.37(lH.s). 9. 960H. brs) 

nmm 1 4 4 

2 - [N - (4-7;7-2-y h + ^>y^^) 7;;] - 4 - [ ( 2 - 
^^VT-ohVlTiyxf^) 7;7*;^'-;b] -1, 3-f77'-ib 
'H-NMRCCDCi 3 ) 5 : 1. 07C12H. d). 2. 67-2. 71 (2H, m). 
3.03-3.13(2H.m). 3. 37-3. 44C2H, m). 4.04(3H.s). 4.21(2H.s). 
6.24-6.26(lH.m). 6. 38-6. 42(1H, m), 7. 67-7. 76(1 H, m). 7.69(lH.s). 
8.07~8.11(lH.m), 10.90(lH,s) 

mm 1 4 5 

2 - [N- (4 -*Jl ;^7;;-2-n + ^>^;t/) T $ y ] - 4 - 
[ (2 - 77d t°;UT $ yxfi) y $ y a^.-tf.r.;!,] -1,3 -f7V- 

'H-NMR(CDCi 3 )5 : 1.08(12H.d). 2. 68-2. 73(2H. ■). 
3.03-3.14(2H.m). 3. 36-3. 45(2H, m), 4. 13C3H. s). 6. 86-6. 90(1H. m), 
7. 69-7. 74(3H. m\ 8.01(lH.s). 8. 24-8. 290H, m). 8.48(lH,s), 
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11.02OH. s) 

mmm 1 4 e 

'H-NMR(DMSO-d,)d : 1.24-1. 46(12H.m). 2.11(3H.s). 3. 17(2H. s). 

3.57-4.03(6H.m). 3.99(3H,s), 7. 29-7. 33C1H. ■). 7.68(lH.s). 

7.87-7.90(2H,m), 8. 60-8. 65C1H. m). 9.67(2H,s), 10. 45C1H. s). 
1L36C1H. s) 
UlifeM 1 4 7 

2- [N- (3, 4-S>* h + ^ >7 v A) 7 , y] _ 4 _ n _ (4 _^ 

^^ 7 ^) b^US^*] 3-f77*-^ 
MS(FAB,m/z) : 419(MH + ) 
IR(KBr)cm~ 1 : 1655, 1601, 1549, 1516, 1269 

J H-NMR(CDCi 3) 5 : 1. 41 — 1. 56(2H, m), 1. 75-1. 95(2H, m), 2.30(6H,s). 
2.38-2.47(lH.m), 2. 60-3. 15(2H, m). 3.96(3H.s). 3. 97(3H, s), 
4.25-4.70(2H.m). 6.96(lH.d), 7.43(lH,s), 7. 48-7. 56C2H. m). 
9. 60(1H, brs) 

^mm 1 4 8 

2 - [N- (3, 4-^^ h + ^>7-f^) 7;7] - 4 - [ 1 - (4 -y 
IR(KBr)cm"' : 3084, 1655, 1601. 1547 

'H-NMRCCDCi 3 ) <5 : 2. 30(3H, s), 2. 40(4H, brs), 3. 74(4H. brs). 
3.95C8H.S). 3.96C3H.S), 6.94(lH,d), 7.47(lH.s). 7.51(lH,dd), 
7.56(lH.d), 10.00OH.brs) 
Mtm 1 4 9 

2 - [N- (2, 4, 5 - h »J / h^ri/OV-fJl) 7; y] - 4 - [ [ (2 

-yyms;- 1 -y^;b) if^ 7*;*;^] - 1. 3-^tv 
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*MS(EI.m/z) : 422 (M + ) 
IRCKBr)cm~ J : 3289, 1711, 1665, 1610 

'H-NMRCDMSO-de) 6 : 1. 22(3H, d), 2.81(6H,s), 3. 08-3. 40(2H, m), 
3.79(3H,s). 3.93(3H,s). 4.08(3H,s), 4. 44-4. 48(1H, m). 6.01(2H,s). 
6.88 0H.S). 7.5K1H.S). 7.89(lH,s). 8.33(lH,d), 8. 70-9. 50(1H. br), 
11.24C1H, s) 

mmm 1 5 0 

2- [N- (2, 4, 5-h"J^h + M>7-f;l/) 7;;] -4- [( 4 _ 

MS (FAB, m/z) : 456(MH + ) 

IR(KBr)cnr' : 3335, 1659, 1640, 1609, 1516 

'H-NMR(CDCi a) 6 : 2. 95(6H, s), 3.93(3H,s). 4.00(3H,s). 4.17(3H,s), 
6.6K1H.S), 6.76(2H.d). 7.58(2H,d), 7.83(lH.s), 7.84(lH.s), 
8.87C1H, brs), 11. 06(1H. brs) 

nmm 1 5 1 

2- [N- (2. 4, 5- h'jy h + ^>^;0 y^y] -4- [ [4- 
(1 - yfAh^'j-;-A) ] 7;;*ton - 1, 3 - f7 >/_^ 

MS (FAB, m/z) : 435 (MH + ) 

IRaB^cm" 1 : 3519, 3357, 1655, 1611, 1538 

'H-NMRCCDCf ,)d* : 1. 61-1. 75(2H. m). 2. 03-2. 24(5H, m), 2.34(3H,s), 
2.87-2.92(2H.m). 3.93(3H.s), 3.99(3H.s). 4. 15C3H. s), 6.60(lH,s), 
7. 08C1H. brd). -7.76C1H. s). 7.78(lH.s), 11. 0SC1H. brs) 

mmm 1 5 2 

2 - [N - ( 2 , 4 , 5-h'jy ht^>7^^) 7U] -4 - [ [ [2 

- (1 - yf^t^ij^) ] 7;;*;bt:-;H - 1, 3-f77 

MS(FAB.m/z) : 449(MH + ) 

IR(KBr)cm _I : 3185, 1665, 1607, 1551 

'H-NMRCDMSO-de)^ :'l. 79-1. 98(6H. m), 2. 80-2. 83(3H, m). 
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3.05-3.55(4H,m), 3.79(3H,s), 3.93(3H.s), 4.10(3H,d), 4. 42C1H. brs). 
6.880H.S). 7.50(lH.d). 7.89(lH.d). 8.89(0. 5H. d). 8. 69(0. 5H. d), 
10. 98(0. 5H. brs). 11. 30(0. 5H, brs), 11. 38(2H, brs) 

nmm 1 5 3 

2 - [N- (4, 5-i?n + ->-2-bFn + ^>^yi / ) 7; y] _ 4 

IR(KBr)cm _I : 3185, 1665, 1607, 1551 

] H-NMR(DMS0-d 6 ) 6 : 1. 23-1. 42C12H. a). 3. 28-3. 48(2H, m), 
3. 65—3. 71C2H. m), 3.78(3H.s), 3.82(3H,s), 4. 52-4. 63(2H, m), 
6.70OH.S). 7.60OH.S). 8.18(lH,s). 9.84(lH,s). 1 1. 91-1 1. 98(1H. ra), 
12. 28C1H. s) 

nmm 1 5 a 

2 - [N- (2-yh + i/-3, 4-yfijf>m^>W^) 7;;] 
-4 - [ (2-^7ynhl7;7x^) 7;;*;^] - i, S _*. 

IR(KBr)cnr' : 3250, 1653, 1541 

'H-NMRCDttSO-d.M : 1.30(12H,d). 3. 10-3. 25(2H. m). 3. 50-3. 72(4H, m), 
3.99(3H,s). 6.03C2H.S). 6. 13(2H. s). 7.09(lH,s), 7. 41 OH. s). 
7.89(lH,s), 8.52(lH.brs), 8. 60(2H. brs). 11.34(lH,s) 
Mt&ffl 1 5 5 

2- [N- [2- (2-^>W;;xf;l7;y) -4, 5 - ■*> * h * •> 
"*>*/-r;u] 7;;]- 4 -[ (2-^f;i7;;x^) 75;*^-*] 
- 1 , 3 -f77-;l/ • 3iM^f£ 
IR(KBr)cm- ] : 3030, 1655. 1560, 1538 
] H-NMR(DMS0-d 6 ) 6 : 2. 70-2. 90(12H. m), 3. 20-3. 30(4H. m). 
3.60-3.75(4H.m). 3.78(3H.s). 3.91(3H.s). 6. 10(3H. brs), 6.46(lH.s). 
7.530H.S). 7.93C1H.S). 8.32C1H.O. 10. 40(1H. brs), 10. 90(1H, brs) 

umm 1 5 6 
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2- [N- ( 3 -^h n<>W a,) 7U] - 4- [ 

'H-NMRCDMSO-de) 5 : 1.3lC6H.d), 1.34(6H.d). 3. 20(2H. brs). 
3.60-3.68C4H.m), 7. 88(1H. dd). 7.990H.S). 8. 48-8. 52(2H, m). 
8.94(lH.dd). 9.680H.S). 13. 21 OH, s) 
H»J 1 5 7 

2- [N- (3-T^y-< >7V;b) TiJ] _ 4 _ L (2-i?^ yz fat>Jl 
T $ y - i , 3 -fT7-;u 

'H-NMRCDMSO-de) o : 0. 98(12H, d), 2. 51 (2H. brs). 2. 99C2H, brs). 
3.20-3.40C2H,m), 5. 37C2H. s). 6. 78-6. 82C1H. m), 7. 14-7. 22C3H, m). 
7.780H.S). 7.82ClH.brs), 12. 43C1H, s) 
MMM 1 5 8 

2- [N- (3-^;^7;;<>yV^) T ~y] _ 4 _ f (2 .^. ; 
7nh^7i;if^) T;;*;^'-;!,] - ], 3-f-TV-Jl 
'H-NMRCDMSO-de) 6 : 0. 99(12H, d). 2. 56(2H. brs), 3. 00(2H, brs), 
3.15-3.35C2H.m), 7.50(lH,d), 7. 70-7. 91 (4H. in). 8.250H.S). 
8.34C1H.S). 10.40(lH.brs), 12. 70(1H. brs) 

nmm 1 5 9 

2- [N- J^yy'^ji) 7;;] - 4- [(2-^y 

'H-NMRCDMSO-de) 6* : 1. 30 (6H, d), 1.33C6H,d). 2.09C3H.S). 
3.10~3.25C2H.m). 3. 60-3. 75C4H. m). 7.47ClH.dd). 7. 73-7. 80C2H, m). 
7.93C1H.S). 8.42C1H.O. 9. 48C1H. brs), 10.22(lH,s), 12.71(lH.s) 

1 6 0 

2- [N- (4-^hD^>7'y^) riji _ 4 _ [ 

7i;xH)7;y*;tob] -1, 3 -?tv-a- - &mm 

'H-NMRCDMSO-de) 6 : 1,23-1. 41 Cl2H.m). 3.20C2H.s), 3. 51-3. 74C4H. m), 
8.00C1H.S), 8.26-8.51C5H.m), 9. 53-9. 76C1H, m), 13.17ClH,s) 

nmm 1 6 1 
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2- [N- (4 -T $ y-<> TiJ] -A- [ (2-^7^0^^ 

T $ ;xfA) T ^ y - i , 3 _^ 7 y_ ;I/ . 2 ig®f& 

1 H-NMR(DMS0-d 6 )5 : 1. 25-1. 47C12H. m). 2.89(2H,s), 3. 42-3. 75(4H, m), 
4.90-5.98(4H,m). 6. 87-6. 94(2H. m), 7.89(lH.s). 7. 89-7. 98(2H, m), 
8.41-8.63(lH,m), 10." 13(2H. s), 12. 43(1H, s) 

mmm 1 6 2 

2 - [N - ( 4 - $ JIT i J O 7V AO T $ y ] - 4 - [ 

'H-NMRCDMSO-ds) <5 : 0. 99(6H, d), 1.01(6H,d), 2. 15-2. 30(2H. m), 
2.54(2H,brs). 2. 99C2H, brs). 7.74(lH.d). 7. 84C1H. brs). 7.89(2H.s). 
8.06-8.09(2H,m), 8.36(lH.d), 10. 54C1H. s). 12. 570H. brs) 

nmm 1 6 3 

2- [N- (4-T-tr^^T^y^ >7 V;l/) T^y] -4- [ (2-^y 
rDb>7;7xf;b)7;;*;tol,] -1, 3_^ T y_ ;t , 
'H-NMRCDMSO-de) <5 :0. 99(6H, d), 1.03(6H.d). 2.09(3H.s). 2. 51 (2H, brs), 
2.99(2H,brs), 3. 15-3. 30(2H. m), 7.73(lH.d), 7.79(2H.s). 7. 84C1H. brs). 
8.03-8.07(2H.m), 10. 28C1H. s), 12. 530H. brs) 

mmm 1 6 4 

2 - [N - (5-t>/^A7;;-2-h Ko + J/- 4 - / h^->-^> W ;U) 

t $.y ] - 4 - [ t°;ur $ ;xfA) r $ y - 1 , 

3 -f-TV'-A 

! H-NMR(DMSO-d s ) 5:1. 08 (6H, d), 1.10(6H.d). 2. 50-2. 54(2H. m). 
2.93-3.02(2H,m), 3. 10-3. 25(2H, m). 3.75(3H.s), 6. 28C1H. s). 
7.370H.S). 7.98C1H.S). 8.04C1H. t). 8.09(lH.s). 8.17(lH.s). 
8.770H.S). 9. 17(1H, s) 

mmm 1 6 5 

2 - [N- (5-7;;-2-hKn + y-4-n + yA:>^;|,) 7U] 
- 4 - [ hVl/T * yxfAO T $ y ft ;t^zL;U] - i , 3 

T y"-;u 
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'H-NMRCDMSO-ds) 6 : 1.20O2H. d). 3. 05-3. 25(2H. m), 3. 30-3. 50(2H, m). 
3. 61 (2H, brs), 3.70(3H.s), 4.35(lH.brs). 6.660H,s), 7! 29C1H. s), 
7.820H.S). 8.66C1H, t), 9. 43 (2H, brs), 11. 75(1H. brs) 

nmm 1 6 6 

2 - [N- (5-T-b^;bT^y-2-h Kn + i/-4-y h '/J Jl) 

T^] -4- [ (2-^V7'Dh^7;yxf;l / ) y $ J * Jltf'Jl] - i, 
3 -f77-;[/ • i*^i£ 

'H-NMRCDMSO-de) 6 : 1. 30(6H. d), 1.32(6H.d). 2.06(3H.s). 3. 17(2H, brs). 
3.50-3.75(4H.m). 3.87(3H,s), 6.830H.s), 7. 88(1H, s), 8. 42C1H. s), 
8..70C1H.O. 9.15(lH,s). 9.220H. brs). 11. 60C1H. brs). 12. 15(1H. brs) 

mmm i 6 7 

2- [N- (4, 5-^n*i/-2-tKn + i/^>^^) _ N _ yf ., u 

T$y] - 4- [ (2-^y^n^7$;x^) t -i, 
3 - f7 7'-;b 

] H-NMR(CDC^ 3 )5 : 1. 26-1. 62(12H. m). 3.14 -3. 22(2H, m), 
3.44-3.69(4H.m), 3.85(3H.s), 3.92(3H.s). 4.-04(3H. s). 
6.58-6.620H,m), 6.93(lH.s). 7.83(lH.s). 9.29(lH.s). 
11. 15-11. 41 OH. m) 

nmm 1 6 8 

2 - CN- (4, 5 - V * hlris- 2 - t Kn + ^> W ^) T$ y] - 4 

- E [N- (2-^y7 , D^7;;x^) _ N _^ ;[/] 7 : ;w: . 
^]-l, 3-f77'-^-7K>||ig 

! H-NMR(DMS0-d 6 ) 6" : 1. 20-1. 40(12H. m). 2.50(3H,s), 3. 26(2H. brs). 
3.40(2H.brs). 3. 60-3. 75(4H. m). 3.77(3H.s). 3.83(3H.s). 6.62(2H.s). 
7.5K1H.S), 7.560H.S). 7. 71 (1H. brs). 8. 70 OH. brs). 12. 10OH, brs) 

nmm 1 6 9 

2- [N - (2. Kn + y-4-^ h-*>"<>yV;U) T^y] -4 

- [ (2-^^7^Dh , ;l,7Uxfi) T~ Jt,)l#-)l-\ - i, 3 . fr/ 
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IR(KBr)cm _1 : 3325, 1665. 1609, 1559 

'H-NMRCDMSO-de) <5 : 1.3K6H, d), 1.34(6H,d), 3. 15C2H. brs)', 

3.50-3.70(4H,m), 3.77(3H,s). 6. 00C2H, brs). 6.77(lH,s), 7.47(lH,s). 

7.87(lH,s), 8. 71 (1H. brs), 9. 74(1H. brs), 11. 50-11. 80(2H, ra) 

mmm 1 i o 

2- [N- (2-y h^ri/- 4--bnKy^^j[ / ) TiJ] - 4- [ ( 2 - 

'H-NMR(CDC^ 3 )<5 : 1. 08C12H. d). 2. 63-2. 76(2H. m). 
2.98— 3. 18C2H.nO. 3. 39-3. 53(2H. m), 4.25(3H.s), 7.72(lH.s). 
7.81(lH,s). 7.94-7.97(lH,m). 8. 01-8. 04(1H. m). 8. 50-8. 53C1H, m). 
10.95C1H, s) 
MffiM 1 7 1 

2- [N- (5-^DD-4-^;^;b7U-2-n + ^>^A) T 

] H-NMR(DMS0-d 6 ) 5:1. 00-1. 20(12H, m), 2. 93(2H. brs), 
3.20-3.50(4H,m), 3.97(3H.s), 7.88(lH.s), 7.90(lH.s). 8.25(lH,s), 
8. 35C1H, brs). 8.47(lH,s), 10. 18(lH.s). 11.62(lH,s) 

nmm 1 7 2 

2- [N- (3-^-ho-<>7V;U) T^y] -4- [ i J 

xf^) 7;;*;i/t:-^] -i, 3 -f77-;b • fi^ii 

] H-NMR(DMS0-d 6 )5 :2.55(6H,s), 3. 24-3. 29C2H, m), 3. 56-3. 71 (2H. m), 
7.87(lH.s). 8.03C1H.S). 8.42(lH,s), 8. 47-8. 53C2H, m). 8.94(lH.dd). 
10. 30C2H, brs) 

mm\ 1 - 6 &ammm 1-172 vm^ntzit^^mm^^m^Ao 
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